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The application of recombinant DMA technology to prenatal diagnosis of 
many recessi'-'ely inherited X-l inked diseases is complicated by a high 
frequency of heterogenous, new mutations (1). Partial gene deletions 
account for mere than 507. of Duchenne muscular dystrophy (DUD) lesions, and 
approximately one-third of all cases result fros a new (nutation (2-5). ',h 
report the isolation and DNA sequence of several deletion prone exons front 
the human DMD gene, we also describt a rapid method capable of detecting 
the majority of deletions in the DUD gene. This procedure utilizes 
simultaneous genomic DNA amplification of aultiple widely separated 
sequences and should permit deletion scanning at any hemisygous locus, We 
demonstrate the application of this multiplex reaction for prenatal and 
postnatal diagnosis of DUB. 
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rEET"v'S CM 'T-LILAR m MOLECULAR BIOLOGY OF MUSCLE DEVELOPMENT HELD AT 
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?5RT 0. 1933, 373. CODES! JC53D 
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Ceaplasentary DNA clones mere isolated that represent the 5' terminal 2.5 
kilobases of the murine Duchenne muscular dystrophy (Did) aessenger NRA 
(aRNA). House Bod isRNA uas detectable in skeletal and cardiac muscle and at 
a level approximately 90 percent lower in brain. Bind raRNA is also present, 
but at much loner than noma! levels, in both the muscle and brain of three 
different strains of dystrophic mdx mice. The identification of Dssd ssRNA in 
brain raises tho possibility of a relation between Hasan Duchenne muscular- 
dystrophy (DKDi gene expression and the mental retardation found in some 
DMD Rales. These results also provide evidence that the mdx mutations are 
allelic variants of noose Did gene mutations. 
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The application of reeonbinant DNA technology to prenatal diagnosis of 
'..any -ecessiveiy inherited '/(-linked diseases is complicated by a high 
fr >>;/,':>' of hite-oqeneous, net nutations (1). Partial gene deletions 
:>■.''■ 'for .-ore ti;a.-s 5??. of Duchenne muscular- dystrophy (DMD) lesions, and 
ejy.-o- lately or.s-thirJ of all cas-is result from a nc-'ji nutation (2-5). Ha 
•• v-"': .'rn'ati.ii! •?.:* DMA sequence of several deletion prone exons fros 
tf»H 1 ..-.h- T"j ;s:i'- Ue also describe ?. rapi^^thed capable of detecting 
the majority of deletions in the DMD g^T This procedure utilizes 
siraul T-:r -. .-.us cenypic "MA amplification ■/■ a^ltinle hi del v separated 



5*t,-i«:-..-'.-s f.id -i'. d'r-eticn sca:.-ii:ia at cr.y hesizygous locus, He 

dsF'Snsl-*':* t!*i appUcsMoM .f this o'Jtijii^r:-s.ction for prenatal and 

p-<?t. a V tfiac/Crls )* "I'D. 
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Comp'sfi,trt3r> D?'A clones uer* iso'ated that represent the 5' terminal 2.5 
i'itobases ot the supine Duchenne muscular dystrophy (tod) aessenger RNA 
Jii^i, House Bsd satiA was detectable in skeletal and cardiac muscle and at 
a level approximately 90 percent lower in brain. Dmd fiiRKA is also present, 
but at audi loser than normal levels, in both the rouse! c< and brain of three 
different strains ;f dystrophic adx Bice. The identification of Bsd m^NA in 
brain raises the possibility of a relation between huean Duchenns miscular 
dystrophy (BMT) gene expression and the mental retardation found in some 
DMD uales. These results also provide evidence that the adx rotations are 
al'e'ic vark:;ts of mouse Dad gene Eutations. 
?c s!4/7/l~13 
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S-caU- ce 1 ! «l-?ctive techniques and hybridisation analyses with a 
cloned cEcoapleneritafylDNA probe were used to isolate and identify Chinese 
hamster cell lines in shich the X-l inked gene for hypoxanthine-guanine 
phosphoribosyl transferase (HGF'RT) were altered. Tuo of 19 HGPRT-def icient 
autants selected had sajor DMA deletions affecting the HOPRT locus. 
Cytugenetic studies revealed that the X chromosome of each deletion mutant 
had undergone a translocation event, wher-eas those from the remaining 17 
Q'itintr iuere norisa!-. Phenotypic revertants of the thermosensitive HGPRT 
-•j tent RJK52t- sere isolated, and salification of the mutant allele was 
shtLn to be the predominant mechanism of reversion. Comparisons of 
restriction enzyae fragsents of BNA for deletion vs. amplification strains 
idc-ittit'ied two regions of the Chinese hamster genome that contained 
hvLv'.cgy to the cBKA probe. One u»s much largsr than the 1600-nucleotide 
sRNA for HGPRT ar.d to be comprised of linked fragsents that contained the 
functional HGPRT gens. The 2nd c.is neither transcribed nor tightly linked 
to the functional gene. These initial studies of HOPRT alterations at the 
level of DMA, tins identified aslscuTer uc'anisxs of phenotypic variation. 
??t 515/7/1-12 
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o« hybridizing i '-y-^-i.-'H inws--; :rossi3 xi" -a cDNA clone for 

the so-ise tui ge:.e= The faults f s _-,-3tr?.ts ih=t the relative organization 
;. : genes on ih. du '.">■■. v-d !iu:.s.-i " ciiro"oso >s Is ,r.;r ; divergent than has 
previously L;./: ^t-jl-itsd. Fuf-'-horucr.*, 'he nuuse Dad gens naps to a 
siailar rs s .i . ' 7 :-s di:-* *'-o souse ausctilar dystrophy 

autatic.fi pn-'Ji:^ Kvl&nc? '''-.^ trw ndx autant cay be a 

aurine equi .t •••* I'"". K. v ;eu-r, S^M. analysis of portions of 
t* ; :. ' ;.:.*:- '•?.'> .ict >-:t rev;aU,J *ny deferences between adx and 

ail.' ' .^ .Ti;-, 
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KGUSE MUSCLE PH3SPHCEYLASE !'INAS!! CraSSSKN OF KES3EHGER R\'A IN NOFttAL AND 
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«s have isolated and characterized cDMA clones for the .gama. subunit of 
yy.a rriusck phoephorylase kinase (.gaT.Eia.-Phk). These clones mere isolated 
frc-i a .laabda.gtli bo:- a- ause'e cBNA library via screening aith a 
synthetic oligemic! dOt.'ie probe corresponding to a portion of the rabbit 
.;asffia,-Phk aiaino acu' ssquence. The .garaa.-Phk cCNA clones code for a 
337-aiiiino ack' proteir list shares 53*4 amino acid sequence identity aith 
t L . - corresponding rablit a-.inc acid seqi-enc*. RfiA gel blot analysis reveals 
that the iiUicK- .qav.w.-Phk pri.be hybridizes to tise ssRNA species !2.4 nd 
1,6 fcl looses) in .-fce\»tal muscle, cardiac muscle, and brain, but does not 
hybridize ':o ' ' v-^ R'CA- Phk-defkient I-strain (Phk) mouse auscle contains 
reduced leva's . rjarr.ia.-Ph cr.R'-!A as compared uiith control mice, Although 
the Phk defect is "an X-' inked recessive trait, hybridization to a 
hufsan-redent sortie cell hybrid capping panel shoiss that the . gamma. -Phk 
gene is not located on the X chronosceie, Rather, the .gamma, -Phk 
cross-hybridizing huaan restriction fragments sap to huaan chroaosomes 7 
(a-iltifU; and "ii (single), Reduced .gains. -Phk iriRNA in i-strain mice, 
therefore, appears to be a consequence of the Fhk-iwitant trait and doss not 
stea from a mutant .jasiia.-suboriit gene, 
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Ornithine transcarbaf.ylase SOTCase) is a mitochondrial matrix enzyme that 
caUly>:ss the 2n*l s':sp in the DSisaal ian urea cycle. The gene encoding 
OTCase is located on the X chrescsoae and expression of OTCase is limited 
ai'ijst exclusively to hepatocytes. lie have characterized a .lambda, phage 
recarAlnent, isolated fma a rnsuse genomic library, that spans the first 
tto sxons uf the s^use OTCase gene. Nuclease Si mapping and primer 
extension sna'ysls of this clcn: alioued us to determine that the 
tranicripticn start site is 136 base pairs (bp) upstreaa froa the 
translation initiation codon. Tac TATA-1 iks sequences uiere found 25 and 153 
bp fron the traiscriptiori Ir.itiatitn pcir.t. An SCO-bp fragment containing 
the 5' f lanki ;g region of the GTCase ge-e uas fused upstream to the coding 
sequence of the chior aaf henicil acetyl transferase gene '•:» assay promoter 
activity. This placid uas ir.t-vdjcad intn eous-j fibroblast NIK 3T3 cells 
and huiaar. hipa'-osri Htp 32 ce-'s ty the Calcium phosphate cc-precipitation 
method. After C''A tr-ir.ifjcvx:- •iMura:^'. -.itcol acetyl transferase activity 
lias observed only .'. ; I'sp G2 ce'h- l-!s corclude that thi» 800-bp fragment 
contains su'^itlsnt In'or.'.at-'o;- ' > :ontro|^fcCase gar-j expression in a 
t:, •: • rer, '; .'. '..•-a-.'-i^r '.h t. i.s-acl-ing factor? s) 
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C» : V A'A; '/ ' -J' .m . f cf. rc.:;A.-er.tiryj"*A probes to B!»A 
tpoei cills re; -yAg ellA^ ' ' • * " ?'..-..^c*s. ,:a<. used to distinguish 
seqiic.-ices rr-ic. tS '. • • Ac-ji A- hypsxaftthine-giianine 

phosfhii ibosyK -ar^fc-rase (ARTl Ai It .: !> .r'0..su.e frw 4 independent 
I-P-Ju-l ike autoso^' seyj rxus i> "a Aran geu..r.e. G-ibfragssnts of cDNA 
wire aSii t i oris-t fragr.v.t* Aje t'u '" 3 RT Iocs* with respect to the 

cIlNA seqc-ice. The ;! •■ j -u jr'.yi.i c' each o' tY? autosomal sequences 
Las Ic-v .:z.li<{ i) 2 yd' i.:-'. irr* /£:.:•■ i.- ^- ' n _. FKS 'i or/ e panel of hunan-Chinese 
haoster • •„?:{. ic cell fyir-ids. *A :>■'■ ths r?RT-liU jc-qusnces asre localized 
to ;\ • ;i, I'r- A J b iVros-v* ?, and the 1th to the region 

becjri,. niS ar.j qil -rn d.. <: ■■. : 3. Three- -if th^s.:- 4 autorO^al sequences 
iirs ;-3i2li-i fros gr-riAr •*•-.:< r'-if-s- 1 libraries v n -j widened fragments 
A..;, ea-A -iere thst t.-:d r "''cs A it«.'y r:-:-trictior. vra^crit length 
,, 1, ■'■ ?.,ri, ? fo- ftp! eat r^nd at the 

•-"rf-'A ' .:• i A- f urA :. 1,2 kt [kilcbass.- .raj or allele 

; ? -7 .:' ''. '■ ' h -A •■ ?T :'< rrriqc*r:y - 0.21, 

■ 7 7; n •- • : ••i' ' r- 

„ r „ c ,, ? , ,,,.„,.,,- T ' r „ .jrj.^ f. ; ,, A XOTJA, 33H 4H7. 

r — t - c": • t*""t •? c :". 71- "4. enrz-:: £Cr*3D 

-'.:.v.. l.'-:...-p£-y4D!'^ fo r - hypssanthine-guanine 

phc-phrribosyltr-ansf'erass (H3FRT5 to ar.aly^e tk- !"JFRT gene and siRNA in an 
::::;.T -^flcient autnat of Chi;;;se !>,:5tir rills CRJKiO) and its 
: ..viitivc revertants. 3y Soui'irrr. blc-l v-:-.:>jiU, no BNfi rearrangessnts 
s-r-z ^ite-cted si thin the genes fron any i-.f t^..- :ell Mnes examined. Four of 
z ;;-:r.tanae.JS revertants each cental ntd to Z'":- £ c:l d more copies of the 
rjeni than did RJK10 ur ei Id-type 1 5. je-ie uas not aisplified in 
4 ^en-induced revertar.ts. The RJ!"0 r.!u'c?A : cri did not alter the size or 
:c-:!vr::tration of HGPRT dH^A and r^pr-esa: v ' ?.': uf the revertaots contained 
.:.'li;A in amounts pri-po.-ti-nal :•• l V "-"iter- of genes they carried. 
Hr-.ii-plr-i of clores \sith either 3 tabl' ; n > ,-.r,:T.t.'e ijer.e amplification uiere 
identified and their "?^ T -po;? t : k ph. -uty-w uiere bhosn to be dependent 
on the gene an.p' if ication, Jr. r.l'-' 'y j .r' r ' ' f-.;-u revertant, the extra genes 
»e re found U ii i>rt:-r.': c-ttb <>■ • " :!t:.: .re rarker g 1 ucose-6-phosphate 
dehydrogenase. In irisWiU r-\r, hr,' cr T y une of the 10-20 copies of the 
gene cou'd V. A:,- t. '-- " 1;,'\A ^'"0 .,- 5 revert by at least 2 distinct 
sech^-iiCi; i.J'fl. 1'r •'• '•'Tr:'' i.,hich occurred spontaneously, 
or , 1 ::' 1 , ; ;- 'u~l , ''..! '" ■ c-spas:'re tn autnyubs. 
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Ai' A ".e phusphcrit osy : transferase !HPRT; 
'-^.-Aerar.;, EC 2.4.2.8) gene was isolated 



'. ' '' 1; > 33 !::' : -Vases long and is spl it into '? exons. 

P" •' : . .;. .., ds^rsir-id, and a single-base substitution in 

':' : ' cxlo-. sequence 'ro-j a nouse neuroblastoma 

' ' . f. ;,ata : '- HPRT ;rct;<in -jas identified. The 5' 

era' " . _. .- 'sfinc', tf-th by nuclease SI protection and primer 

e.-:tc-r . ; :x ty a fa: tibial assay in iJiich an KPRT sinigene, 

;s-t'. . ■ . : :V :,. .r/tir-.-d : "Is, ots created by lifting the 5' end 
of f ;- -': ■:'-':>?; hunar. '-?RT cKS, Sequences noraal ly associated 
y.-i" i - ; lie platers ire r.ot present in the ix&etiiate 5'-f Unking 
resl". / '•' f-T"RT g*;w, trhici: it instead highly C+C rich. This observation 
is dir. T.-i in iv'a'.'rf, fa th- •••ossibk- 1 irk betusen DNA laethy'ation and 
X-chro-csoie in*ctiVitlor. 

15/7,7 (Ilea 7 f'of« file-: Z) 
001424225? BICSI? ^nb": 77075243 

A 3 ALLELE KS7RICTJTC F"\?35B.T LEN3 T H PGLY"GRPHISS AT THE HYPO XANTHINE 
PHOSPMQ RIB33YL TA'SFS»r. EC-2.1.2.S LOCUS" IM E1AM 

'^32jAjw r l- .^jd^ u kyiws :•] l, assy c t 

hese hughes rsn. rr""'TE lab., tp, m., eaylor coll. bed., Houston, 

TEL 77330. 

PROS ?:ATL kC"3 CCI '1 3 .? GO (13). 1983, 4035-4039. CCDEN: PNA3A 
Lt'.guiges ENGLISH 

iJsir.y cU'r.rd cK'A 'c > i,:leiser ; tary DKfil sequences of murine and human 
V p .."in chine phosphor ibosyl transferase (HPRT; IKPs pyrophosphate 
• ;!■ •.nyltr-;:. l ^ S5 ? } EC 2.4.2.8), a 3-allele restriction-fragrsenHen 
r ,^;n ii-.pM;Fi f, lf - the restriction eridonucleass EaiaHI at the human HPRT 
\a 'w^ter [zii a«v identified. The alleles are expressed 
pheriiiyp'.:a] W on Southern blots as 3 distinct pairs of fragments that 
hybridise to KPRT cDffi- a 22-:;i?ohase (kb)/25-kt pair; a 12-kb/25-kb pair; 
and a 22-kb/iS-kb pair. I,i addition to fragments from the HPRT locus, 
sequences recognized by both HPRT cDNA probes are also present on at lease 
2 autosomes in the human genome. Allele frequencies in an unset ected 
Caucasian population are 0.77 for the 22-kb/25-kb allele, 0,16 for the 
i:-kh,'25-:;l allele, and 0.07 for the 22~kb/!3-kb allele, resulting in an 
i\ -r^s hetero;yf.i.sity of 387. in females in this population. This 
pcly-crpldsc should facilitate gene mapping by linkage in this region of 
''.^r: y, rhroir-c scire. 

'5/7/3 (Hew from file: 155) 

Ci7C^i5 S"0030i5 
Rapid an! precise napping of the Escherichia coli release factor genes by 

U-v phy>k-:.l i.j;iroachvs, 
!.♦* CC; "-.hare V; Akiyarna K; Srdth CL; Craigen WJ; Casfcsy CT 
Tr-sti':..-ta fi-«r rohcular- Genetics, Baylor College of Medicine, Houston, 

T; ?s 77C30, 

■' ?*-tiriol (UNITED STATES) Oct 1988, 170 !10! p4537-4i, ISSN 
0C2I-?lvC Journal Code; HH3 
Scatract/Grant N«.: GK3143S 
Languages: ENGLISH 

The termination of protein synthesis in Escherichia coli requires t«o 
coder-specific factors termed RFi and RF2. RF1 mediates UAA- and 
:A3-directed teraination, yhils RF2 mediates UAA- and ISA-directed 
tirai nation. The genes encoding these factors have been isolated and 
sequenced, and RF2 aas found to be encoded in tao separate reading frasss. 
The nap position of RFi has been reported as 27 sin on the E. coli 
ch ' ;r.o?o&s, uhils ^he RF2 irap position has not yet been identified. In this 
sSdy, tt'i nets and indepenrfent methods for gene mapping, using pulsed field 
jc-1 . i\>r.t; ophorssis and an ordsred bacteriophage library spanning the 
:r':', •: ci i -in-rus'-viie, mere used to localize the nap position of the RF2 gene, 
1 1 it the location of the RFi gene tas nssr-e precisely defined. The 
RF2 is 'uceteij «t 62.3 sir; on the chronosorse, ichile the RFI gene is 

lociU-J i' 2d. 7 r-ir. This approach to flapping cloned genes precises to be a 
i : fid srnplt :>eans for deteraining the gene order of the genome. 
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The fw»:*:cn, itractur* and regulation of E. col i p^-tids chain release 
Craiger- 5JJ, £•*!.<:-/ CT 

Ky*ari ;:u.;hii "edki' instihits, Paylr.r- Col'sgs *f Kedicine, Houston, TX 

3k:'i i: (FF^CE! Oct 1937, 6? (10) p!03i-4i, I3SM G3G0-50G4 
A ::' V: c.ic 
:vr;-ec*/"rc-t Nc,: £'24430; GTG73SC 
! ir^.-:.: ENGLISH 

IV. r;. ' Typ;j FltVieUi 

T!w h.Tr -'.nation :>f pretain synthesis in Eschsrichia coli depends upon the 
soluble protein factors RFi or- RF2. RFi catalyzes UAG and UAA dependent 
terainaticr;, shilo RF2 catalyses USA and UAA dependent termination. The 
proteins have been purified tu homogeneity, their respective genes 
isolated, and their primary Structures deduced frsa the DMA sequences. The 
sequences reveal considerable conssrved hosslcgy, presumably reflecting 
functional similarities and a cois^on ancestral origin. The RFs are encoded 
as single espy genes on th« bacterial chroaosoise. RF2 exhibits autogenous 
regulation in an in vitro translation system. The meehanisa of 
*utoregulation appears to be an in-fraipe UOfi stop csden that requires a 1+ 
frassshift for the continued synthesis of the protsin. Fr-ameshif ting prior 
to the infraae stop codon occurs at a remarkably high frequency by an 
cnknotin fflechaniss. Future studies will be directed at understanding how RFs 
interact sith the ribosoual cospensnts, and further defining the sechanisa 
-A F:F2 fraasshifting. (43 Kefs. 5 

15/7/10 (itesi 3 froa file: 155) 
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The 5" flanking reyion of tha ornithine transcarbariylase gene contains 
DNA sequences regulating tissue-specific expression. 

Veres 3 5 Craiqa-. UJ; Caskey CT 

J 3iol Ch£3 Jen 15 19S5, 261 U7) p7533-?l, I3SH 0021-9253 
Jour-,al Cod;*? HIV 
:o<.*:ici/ : !rc.-.t Mo.! C10733? 
La .- jaces: E'lCLISK 

Or, ithi,;j t-anscarbainylase CGTCase) is a mitochondrial matrix enzyme that 
catalyzes the 2nd step in th« aasusalian urea cycle. The gene encoding 
OTCase is located or; ths X chrusosoce and expression of OTCase is limited 
alaost exclusively to hepatocytes. \k have characterized a laabda phage 
recombinant, isolated rem a mouse genomic library, that spans the first 
ta!o *<on: cf the scuse OTCase gene. Nuclease 31 gapping and primer 
extension analysis of this clone allosad us to determine that the 
transcrptior. slart site is 136 base pairs (bp) upstream from the 
translation initiation codon. Tiao TATA-like sequences were found 25 and 153 
bp frss the transcription initiation point. An SCO-bp fragment containing 
the 5' flanking r-.-gior, of the OTCase gene uias fused upstream to the coding 
sequence of the chloramphenicol acetyl transferase gene to assay promoter 
activity. This plasrrid sas introduced into mouse fibroblast NIH 3T3 cells 
and !ur,ari hepatoma Hep 02 cells by the calcium phosphate co-precipitation 
•jetV.'Jc After SNA transfection chloramphenicol acetyl transferase activity 
mas observed only in Hep G2 cells. We conclude that this SOO-bp fragment 
contains sufficient inforaation to control OTCase gene expression in a 
tissue-specific manner, probably by interacting uiith trans-acting factor-is) 
sbich are not present in the other cell line. 

15/7/11 (Item 4 from file: 155) 
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Structure, expression, and s.utatior of the hypoxanthine 
phosphor ibesy] transferase gene. 

Helton BN- Konecki ES; Srsr.sand J, Caskey CT 

Proc Katl Acad 3c i USA A?r 1931, Si (7; p2147-51, ISSN 0027-8424 
Journal Code; PV3 
Contract/Grant Ho.: AH31423-31 
Ur.gus.ias: ENGLISH 

The iil'M>p= cmuse hjyoxar^hine phospho-ibosyl transferase (HPRT; 

TPS! -. /.-,vhn»l,j'j 'S-v iK..<.' fc.i;.;1 fr>ar.e fir: » PT O i V 9.\ nana hac h4i« 



is-. -;.':ed 'rc- gc-niiaic ' ibr-ar^es iti its structure has baea •Mer&ir.sd. This 
" :'—o.s:r:;-l irked is ^re^ter than ?3 kilobases lony ar.d it split 

V. -;,.t exew. A" tre <?x.':r rs^wrces have t«*n fetsrBiricd, arid a 
sk vi?-';-:;i su'::tlt^io^ 1- the K-R7 :I" V \ csdiny s«-q«ncc ?roa a souse 
■io-.'-'a.-':ri c*11 lin-j '/at svc-rpr .-djcjj a mutant WRT f r:tsin has been 
:::rti'iwi. The :rd c- the gene has beer dtfircd, both by nuclease Si 
::i •:> and pri.Tc-r -^tension studies arid by a functional assay in ashich 
a: H?RT sinigafi*, capable c^pi-tssion in cultured c-il Is, mas created by 
ligating ths V ohm cf ttc §r.c r-ntc tild-typ: hussr. HPRT cDMA. Sequences 
r.»H.al ly associated t'ith eoi<aryotic ppnr.oters are not present in ths 
>£ ; :-diate 5'-f Icrddig region if tr.a PRT gene, uhich is instead highly G+C 
rich. This observation i; discussed in relation to the possible link 
irteeen DMA ntathylation *nd X-chrsiisscra inactivatiori. 

■5/7/12 (Ites 1 fro? 357) 
07273i D?A Accession to.: 33-0$595 

The genetic stroctire cf :<c<.ra crnithiiie-'ranscarteylisc - capping and DNA 
3*s«r.cs hi'L-r-ffi-.ati - </• cT.ithins- car bafrnyl transferase 

aijt;-::;R5 3c> s e- ve.v-- g ; caskty c t 

CORRCR^E I-.?:iV-- kp f^JKiif Genetics, Kcssrd Hughes Medical 

'.s^.-.'-.te, Say' oi- Vleqt of -ledklne, 1 Baylo;- Plaza, Houston, TX 
'JSA. 

JO'JRTO \:z)sic Acids "is, Hi, -1, 1593-601) CGDEM: NARHAD 
**JT.'C£T:?! YEA": !?3? LA'IO'JACE: English 

A3ST T '"?7? Thi g^r.r encoding the ?:use ..rea cycle enzyw, ornithine- 
: ••jt:£.-5.r-t>rr.y'^ f . iOTR. E r :-2/ ,3.3, orr ithirs- c^rbaseyl transferase! has 
'■■■it Is,.. r_.d acterized. A irsiise cenornic DMA library was 
r. .ri.-ictst* -:. pu-* re-.' H^ellT digestion of C572L/4J mouse DNA cloned 
-!;;..;-: "rr n "A ui*r EcoRI linkers and plated on Y108S host, 
Fl^qrc hybridization performed using a variety of cCNfl probes for 
mouse CTC. Rest'- irtior rapping cf the closes was carried out using the 
raj. id 'technique, and restriction fragments from phage clone 

insert; aere sequenced by the didooxy-nucleotide chain termination 
-:t'-..:.d ??tcr ! ration cith pUC8 and pUC? and phage 1113 sequencing phage 
and :r*n;forssticn into constant 7G-! cr DH-5-lpha bacteria. The OTC 
gene ,nas local ire-.' 5 partially overlapping phage lambda clones. It 
is split between 10 exens distributed over apprnxisately 70 kb of the X 
chroMSuiue. The Intr-ons arc 38 base J to 26 bk in length, shils the 
donor/splice acceptor se:,'iefces confirrs to the consensus of other 
eukcryrtic gerrs, {2° n fl 

?i 523/7/1-23 
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••5yU" ifccj-.'ltraftsferasa, of mouse 
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•V h, . . . . 

r-.y-- " ' j -\ •. ./i.i-.ph'iriiosj •♦ransfsrase-specifying iriRNA of, DMA 

V,.' • V.t : ■ 

. = .1 ' ,' stales... 

A '. j, :ar •h-- j , .'5-»p- phoiphoribosyl transferase, of mouse 

■■ -.c' J i,!.yp.w. thine phosphoribosy 1 transferase-specifying. . . 

>"< . ': . "'A rcrplewntary to sRNA-specifying 
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"TT - * SEQUENCE ANALYSIS OF IN-VJTRQ AMPLIFIED HPRT COMPLEMENTARY DNA 

"TT ~ "GUYEN ? !»,. CASKEY C T 

""t. — -?'!■ it; cenet::s, baylor coll, keb., Houston, texas. 

2-t... *c^"'S CF THE AMERICAN SOCIETY OF HUMAN GENETICS, NEW 

re r "^, ICWSIAW, USA, GCTGBER 12-15, 1988. AH J HUM GENET 43 (3 

?„•*-[_.;. J ?S3. a:^. cooe?:; ajhga 

001'-C5:3S0 JI03I" 'Junters 36033877 

a :0;ta r ::2c': of intragenic deletions between duckenne and becker muscular 
:yc"c?:;y 7'At:ents 

ialmac; 1 l l ; ware p a; chamberlain j $• caskey c t 

ike", molecular genetics, baylor cgll, med. , houston, tex. 

"t;; ajsmual meeting of the American society of human genetics, ne« 
cn:-::c, Louisiana, usa, October 12-15, im ah j hum genet 43 «s 
5. :m ai?6. coden- ajhga 

jL~r i <:i.y. ENGLISH 
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v;i";5624S DIOSIS Nuaber: 360335&3 

:\:"^.iuuz?j~m of patients with glycerol kinase deficiency gkd 
: t :li:i::c :;;tl£otary dna probes for the duchenne muscular dystrophy dmd 
lc:l;s 

t:;;d:;: j ;.i yu d } chakderlain j. eaukbach l 5 larsen p ; seltzer u k ; 
: r: 3 

e.-.ylc": coll. "zb=, houston, tex. 

meeting of the American society gf human genetics, new 
Louisiana, usa, octoeer 12-15, i<m. am j hum genet 43 « 
: . a??, code'j: ajhga 

.i ;.i-;y- ENGLISH 
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;::"::o;]4 diosis N^tsr: 3£cos?34 

T!€ ISGLfiT*0\' AS CH 2 RiCTERIZATICN OF A PORCINE COMPLEMENTARY DNA FOR 

urk*: zrvz. a:s wus^ksribosylpyrcphospkate synthetase 



IKOT, r*.. ?rir., D-YLCR CCLL. "ED., KSSTflK, UK, 77030, USA, 

": T "~T , ri: ,> :?'. ■r'posiNN cn J'unan *jrt:e am- pyrinidine metabolism, 
: -- july '?-2i, i?33, ^ediatrres 14 uj. 1933. 124. 

r.'" ^ Ht:- 3 ; : -oi >ile: 5^ 

SICSIS Mu*ber: 34031232 

:r-"-:^ T r^;'-cft r ?r^ M YLa?i c:m structure and the identification of a 

r .._ .^^, C v pespovsIELE rOR C T C-CEF!C!ESCY IN T HE SPARSE FUR MOUSE 

...... ^ ? ^ g, ^Tngg ? fi . cfo./cv C T 

icul^r niNE T ir:o, oavlor coll, ned., Houston, tex. 
r ..„ j:; v---^ <^ T| .r j^j^ society of human genetics, san diegg, 
r-'.Tf:?!!?. XA. GHOSTS 7-10, :?S7. AM J HUM GENET 11 (3 SUPPL.), 1987. 

•:*-. o:o?:c 
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ISOLATION! OF A OOKPLENENTARY DNA CLONE TO THE HCU3E EQUIVALENT OF THE 
IUCHENNE NUSCULAR OYSTROPH" GENE 

CHANBERLAIN ..! 0; REEVES A A; MIRNY D N 5 CASKEY C T 

HOWARD HUGHES MED, INST., PAVL03 CCLL, NED,, HOUSTON, TEX. 

08TH ANNUAL MEETING OF THE AMERICAN SOCIETY OF HUMAN GENETICS, SAN DIEGO, 
lA_I: T ORNIA, USA, OCTOBER 7-10, 1.957, A f 1 J HUM GENET 41 !3 SUPPL). 1927. 
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THE MOLECULAR BASIS OF THE SPARSE FUR KOUSE MUTATION • 

VERES G; GIBBS R A; SCHERER S E; CASKEY C T 

IN" HGL. GENETICS, HOWARD HUG! 53 KED. INST, , BAYLOR COLL. NED. , 
HOUSTON, TEX. 77030, 

SCIENCE (HASH D C; 237 C4813), 1937. 415-417. CODEN: SCIEA 

Lavage* ENGLISH 

-:r?l thine transcarb-a^yiase- deficient sparse fur mouse is an excellent 
D.<de' to study the irost c-'.-T-Jii human urea cycle disorder. The autation has 
been u*11 characterised by both biccharoical and enzyaolsgical methods, but 
Its e;?act nature has rot bee- relied. A single base substitution in the 
■;v!«p'erentary 0''A for .rnitbi*;:- tr-e-nscarbaaylase froE the sparse fur mouse 
'hs been Identlfisi by Tsans of a coabi nation of two recently described 
technics for r?-/-i witaticra? analysis. This strategy is simpler than 
conventional .-.inpbr.a.its.^ DNA library construction, screening, and 
55<-i.?.v:irig, siMcb has .v't«:i !»«n used to 'ind n new mutation. The ornithine 
tra-.scar-biTayi&sj g?.ia 'i the sparse fur mouse contains a C to A 
trarsvsrsiori thst alte-* a UstMir; r^sidtia to asparagin* residue at aiaino 
acid 117, 

23/7/10 (Item 8 frv. -filar S5 
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CONSTRUCTION CF A DTEC'IVE RE T ROv!RUS CONTAINING THE HUNAN HYPOXANTHINE 
F!;OSPHCf!IDOSYL T RA.-'SFERASE COMPLEMENTARY DNA AND ITS EXPRESSION IN CULTURED 
CELLS Bit NCI 'SE CONE rn?PC,l 

CHANG S M L'rSER-R^r" K= TSAO T Y; HENKEL-TIGGES J; VAISKNAV 3; CASKEY 

N"!""''*" irsr* rry. *ns\, inst. mgleclr. genetics, baylor college hed,, 

i'T?"'".', T "1'A0 77^30. 

r:'OL 7 '25. 1907. 854-363, CCCEN: NCEBD 
■"/•--v-- E:T.:-:' 

^' i>w'trt»;xc 2nd acphvtropic re^ro/irel vectors containing the 
cL'IA for- hu^an hypoxanthir.c fherphoritviyl transferase (HPRT) were developed 
ryr efficient gene trir-'ir -:nd iii^b-liv* 1 ce! iuiar expression cf HPRT, 
'.\-z\yir eel 1 clones ihich pr> :' : .c*d r "i:t tite>- ^cre generated by a 

i^piified method ibi:b ::x-i:-5 .:^1 alfW &e used th* f ZIP-usoSV(X) 



.tires. iCVn-.; of- d;f=;r.l .- -"X «r ?, '-ecbr- cintair.ir.c hc'.f *ha hprt 
a.id nee genes, were l.icrs&Kd 3- tc Cjdfcjd by CviiiUT.-'itiir, of the 
i ,?si.2 and ar; K '. J vr..pi ; n ?.-*2 'li'^JWis. Higher viral titers (8 
.ii-nit. ICS '?. /:I :r.. !06) (ier* obtained -nhsr. n,n?r-jd-jcsr- NIH 3T3 
ce'is ,r -rphr: i;.:?: n ?.-!2 helper cslls. High;- viral titers (8 

.ti.-ii, 1C5 t-.- ?•? :.C:.; ^ere chtainid -hen reproducer NIK 3T3 

cells „r ; . si^l "py SYX NPRT D uere either 

v^ecird '• • l y MoUr.o/ lsuksiia -/j.rj5. Th- 2VX HPPT B def active 
-i: jr. v. : -M;-"y -.-.-ec'Td the !?ST de-lrciei-cy £4 to 5i% of norcal) of 
.;.."t t-'-P •• .« !:r l;rT-"yhan re- : Is, 'iuever-, instability of HPRT 
y,\.:-',?',c. d- '.v:^.: ir ;ev:-"a' iv'scted clones. Ir. these unstable 

v?.-'ii r itr. t-)f rr-i.-ntioii c:d loss uf the 3VX FPP7 S sequences mers 
obsG.-vid' J-.; the- -cf-.o- category, cells /.i:h heram HPRT- ^-thicgyanine 
.-distent Ci T " : i-: r.';j Uraiis £4185, indiceths a cis-acting doan 
reg..i! r .t - :?i :.^priS5ion. Both !iy^v:aijhir,e-ariirii:ipteriri-l"hy»Tiidirie 

:-rS.'.fU!'Cfc " J -. T M .-r;d PTISr ioi.'J he ":-:>in.:d by counter selection in 
hypijx:,' ; hir^-: j^cptcrin-trynidini, In vitr; rr::-u:e tor,* same «xperis.5rtts 
'.■>''■:*■-* l-..-1-Vv-! wpr-CsC-itn - f th- ;t . gcri ir, ir> vitro CFU assays. 
Individ i" fTJ o.e.--v isckt-vd ard p,cUd, :.r:d the huc.«r> hprt gene »es show 
to he r;.;-re;Svd. 7 !i;3u- -M.;.'ks r'eruusf-aied Ue applicability if vectors 
iiki : f..r M^-titcr r ;cd.:t- ;r, jf defective retroviruses 

required for l cr*t' - roi.lic ijtro trmfu- and expression. 
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5' REGULATC^i' Et"??:; T S C r THE FCllAM '-'Y^DXANTHIhiE 
PHOSPHCPIPCSYLTP^CPSSE PEN:? 

PATCl P I, TC*? T; C T ; CHIrfiULT ft C 

BAYLOR CXL, CP V IC. , !^.*3TCX, T" 770CO. 

SY?d°G3T"" ?" TPVISPP'P"?'^ CONTPCL PECFAMISivS HELD AT THE 15TH ANNUAL 

rczET'rsa of tie ?3?a cny^iTY of califorts'ia-los akgeles) symposia on 

M0LCC!.'??P A M 3 CCUddL'-R 3ICL03V, APR, 4-13, 1936, j CELL BIOCHEK SUPPL 0 
(10 FAIT ?). f?- POD?^: JCB3D 

Li:;: r "'T '3!' 

PC/' 7 /'? "'• •- , 10 f^,n 51 
OOtilCl?? 7 TTC'C l hrh:-r St 05-973 
FINE 3TPCCTCPT ?~ ?r Hi'Mv^ '-iYFCXAvTHJNE PHOSPHOR I BOSYLTRANSFERASE GENE 
PATE? P I-; -PA"30V " C- c«;::Y 3 T, CHIMAIJLT A C 
DEP. ?ier'-i?'I3 T PY, CAYLCP CCLLEC? HOUSTC'j, TEXAS 77030. 

M3L 3CLL "tC? i TCI, 392-403. CCCEN; W3EBD 
Lsngiiiga; c "j?ICH 

The hij.i.r. \^ -v< ;r:t'-.J -,i phr sph-.rihssy Ura.-isf erase (HPRT; gene has been 
character i?.:d ty t.;Hc v-:. r pirg, ir.d DN'A sequencing techniques. 

The entire jvi. „V. ;'■ i: -.t.<yt 1? !;i1obass= ir, length, is ccaposed of nine 
tfxan ■:' ,-~"r.is. T>-. fisitions of the introns within the coding sequence are 
identical to those uf the f.,- t v i cuj 1 y-chifac teried Bouse KPRT gene, although 
there are sijrdfirr 1 dlf'i-: -.n«s bsbain intion sizes for the two genes. 
HPRT cinigenes have t>tr jsc-d in a tKnsisnt expression assay involving 
iBicroj-.jscti.Ti *T3 rrior.. The pre- iter of this gene resembles those of 
other r-sci.itly c'iara:i;rir.d '"•.r^v-.';e.--.ir,c." genes in that it lacks CAAT- 
and TATA-like -.^-jy- hit rcritiir-s ?eve r 'al cipier cf the sequence 
CGSCGG. Eiih Phase p . ti-ctlr. v.d r .- e/fensiin r-rlysis indicate that 
. . v _. ;. j;; ri roi, rt| ,.,5 at the 5" tei-ninus, aith transcription 

'•'M-.v?: : l,i • .ni?*5 liii l ed .siseq, 104 to .sirseq. 16? base pairs 
. -5 T C cu ! r- Cciiparison of the sous* and hunan KPRT 5" 

there are only : isited stretches of 
' ' :vj---. t'-.:-^.;h there are other shai ed features, such as an 
'.••.•:'/ .'".iTity r.-iter.tia; aetiylatior; sitas, that ^ay have 

•' - ' '" T.Te. 

'•""*•"• : 1' 'T.T ' ■ ?! 

^urf^A?«M ~- s'-';"'- ' ""TXAT 1 -'!?^ ^tpP D '-""'PI5'Pr:Yi '"F\,-' :c 'FEP'V : E 



?^ eiegc, z-ir, , *:"*, nn .Y ".?••"'*". i n : c ^rip"" :? 17). 1535. 
Lc--acc= ey:l:~-' ^ 



23/7/14 Utea 12 '-o. : r 
•::-14266762 3I03I3 !...;: 7tr~"2 

kl?an hyfo xa.\t;;:m cyy :'y:e nrr- s:'?syy TP^-^sas: detectign of a 

"ICMI.S*" "ID, 3™., ANN ARBOR, KXCH. 48109, 
/ r ; T "V""T ;*?«,. IT'? 7-.7--7""\ JCIfJA 

- •" ' . - .': r -J :V ';!■': J 'rt: A r.ra'jiis «' 5 tV/foxaothirie-goanirie 
;^: : ercr "-Tr: s!V:- associated uith a deficiency of 
ar-i a- j < : :ut. The functionally abnorsa! 

: '■! !.y tVPTTTcrjr.to) differs frsr.; the 

■ V • .:■ s*!»tit<i»icr. at position 50. ft 

.\i ^ :•■ '.' : :*d.v \« cr £i-.;r.s t"0 can explain this 
• ••"•••^ '•: •„ ::■*■:: :' p^rt tutiiion is based on the 

, " ; " : : ■-, r ■; I - ; :.; iticr cite in HFRT DMA. As 

r ', r\'? 'r- rt i-;:- n .•i.'.Vr .-i't the KPETTcrsnts allele 

r- v • : V; t'igistcd with T aq I and 

, * .' "" r "' t :r H!*; .r ;*••=. 1 2.f-'': IJulftbase] fraperit is 
v ; .*f i r 0 !•!•. ri.-^.i,';, T'-.e *„0/2.e-!:b reitriction fragaent 

e^i <U ;-A:- !?TT'cro..*5 ill ah in a heteror/gste that 

:;s ':' ' • > . ".: -i= 'c:< V,i e'essical techniques used to 



.-.V, ft I 4 — 1 v >. .- . ' • 1 . r r: % 

CLCMED COnPLErcMTiRV ?^J?-^C CF ".^ HYPO XANTHINE GUA?iIME FH0SPK0 
:iDGSYL TRANSFERASE CE'E A rOU'T tC«jr:C DLA3T0''" CELL LIME FSU?3 TO 

;:a/E amplified genomic secye'ices 

^uENNAND J; CHINALiLT A C; l-CrSCi'I D £, lELTCI-J D U: CS3KEY C T 

; !C~?.nD HUGHES "ED= VAT., L"3= . FAYLCR CG'J.= MED., HO'JSTO?:, TEX. 7703C. 

STL ACAD SCI U 3 A 7? (45, 1?'.2. 1?50-1?54. CODEN: PfffiSA 
Lin-j^age; ENGLISH 

:>[ccr 3 p'ierjir E !:iry3DMA ;jc, t!'-:- surir.s hypxanthine/guaniRC- 

; h : ? phor ibosyl trans? irast ("FRT; EC 2,^-2,3? gene -liers isolated by using a 
-^jrcLlistc ns cill : ir,^ zorra'.r.irg ir.cr^assd levels cf a variant HFRT 
prcteiri. The-* i:-^i:~.rr ■ s-i' £? p^obc-s to dei'-n=trate that protein 

•I'Vic-j-rod^rticr, i: t r. i r- c;-ll li - if a cor.sequsnce of at least a 20- f 0! i 
•;.-.:rc-asc ir IPTTT , -:-r'r -^.•ltr. if frca a;.?-3^iratsly 50-?sld 

iK.?lifIcat:or. u-" :?HT • •.•i ; .'tnces. The lar^sst cBtv'A insert so far 

i:'---:-^ : ;, •• -! 7-i t: the X C 'RT rFYA sequence. This cDNA 

po:s;^--> •■' tAv.'t-y sith ^'JA and Df^. f.-oa Chinese haester, 

V:,:. ri V.*?/,, th^ ^ciutatir.s detail- J analysis of this locus in 

.'.! „ . . 



"IC3^ ^.ri:;.;,-: 72Cf!>C3 

,r -. ^Y'.-'C" rr nr~r A"? peyerta;: - : -ccms cf chimese hamster hypo 

"( -.-.•ir*,-- *-»'-r '.-.Tr.v -,-7^.-..- 



T •"' -■■ •'; -:s :-f C'Y:.i:; 'M";^r eel'; that sere selected for 

• • . f:".-..,:; ^-vf.tocit of tuild type cells cith 

• ^ ";tt/ ^^.cn-.c'fcrats, respectively. Th? cell lines 

.- .-,*'• I- :.\:. J ';isi; 0' hyp0xar.thir.c-5uar.inc 
•./'-:r--?s-«- (E" 2-. n .,2.r. t!;,t jAjthsr inactive, in the case 

SJkC?, ,, . . Li-.iir^ ^Ir-tijs ir, the case of RJK3. 

e slti>" ; r»r - ' E'Y 1 ^ ^-i?.;; -:aj t -, increased mobility of 



t l -a ;j;-.ri : : .; i i'.iiiy iul fsts-pc 'yc-cry taaidi ge; 

i:i::rc?hcr-5is ,f .ip; 3 Be&^lffeblte>dtip^ = poptidss of 

-po:- ' ' . :,'tii.:',iPr- wild ';,-•?:, RJX2, RJK39 

mi rev:: :£..'._ •/ " : - - vu.'>i.:..' ' :o,h ?r:ts ! ^.- cation exchange 

chr::: .:_ ~ •••• t>-;- •:: fcf c s:r.:3U£ of 1C lysine- 

r.i 13 -rjnluc-cv^..: ..,;t:c ;;:tM-; t A Kttior.ir.c-antaining 

. •;. ■:: tv. F~r-': .a! tryptk peptide based 

:p::. it: ' . . a" ' it.- resistant to carboxypsptidase 

- ' . " :' f - ~J"3 cni 5WX3? cr.zys.es each differed 

' " ' ' , ;V;. J ;-; , y f-c^ th: L-ild typ* protein in i 

• •"• v T' -. ~32" ' : al tfjptic peptide; if the RJK3 

, •• r . -• th: pssi&IUty that either 

\ -. , nj'rstio.i- T hc lycins-containirig 

••••• ': ." L • l.';:l-:- J i- sr.dlysis uf the RJK2? «azyaa 

': : J , " , -.. •• : ~:< fha cr,:yr.as produced by 3 

' ' ' "* ., ,. . * '-'y -2 ni^s-ifi^e ar deletion 

■' :' ; i r ,jv. : >:- > i.; • jr. the rtructural gene for 



.„,,,,,.,.,,, r --: :':^rics p.'ir. apparent 
-r •"• ir:?-' r-^"..:,": "T° w "r"'' T iiE hi'anike phospko riuosvl 



::iV-" HUGKE3 LAB. 3TUD V 3?:: T . riSST., DP. HED., 2AYL0R CCLL. MED., 

tex. 7702c, usa, 

'IZi 12 !2;. 1977 FS?-^, CCD?!; 2ELLC 
L-..;.-g;: B'GLICr' 

r;..:.:=^ hsssci. c-r'l; r.'-i-.tsc' '■" r.;»ii»!:anc3 ts 3-azaquanine following 
satagehesis /.a - .: /y r a.;l':'^? -jOf..ii;;c ...hssphor ibosyl transferase !HGFRT: EC 
L4.2.S) tib :!•.:. t ,:tfrli tic- roDpatible *ith different autatior.s in the 
:truc:ural pr v . i- ; ..'y;;,s. , lU.i.,5 Isa-jr.cpurification and SDSCsodiua 

J;. ; s^lvt.!; :■ V-iC w '- electrophoresis, mutants producing 
ar.tiv,.- • •• : enryss tsr: be analyzed for changes in the 

& ''C-F'. E-. v .b- r - variant :lone sutsnts RJ!G and RJK3? are 

:.. "V - i i^.-"TV.w,! arc' % respectively. HGPRT activity is not 
•J, :'i '■ " u 'r- T'- ;r^y-;: froi R.'K3 is active but has altered 
. v'. ' ' " - ; v ';1 (■■m 2 other mutants uiith altered 

• , , a.-.1 hl'/J, have ncr-sal M'/J. The genetic 

: '• •' """" " ;ribii.ly fiusst-nsc natations, while RJK3 and 
F" . :■ ■.!:-.' ■■t.;-",s cr citations causing prsTi3ture peptide chain 

'a. : "'• - ~ ". ';' . idi^'-i;;; ^tuieen'RJKSv and a revertant of 

thai -i "^F7 .' l/al S rovealed chat the revertant probably 

\ '■ '• ^:'::i:.;n rather than sxtragenie mutation or 

23 '-'13 III l fro- files 155) 

T ! ' . -.- %• . r ..ri^;rtal systes; in scl scular genetics. 
•• • • > • ■ . - 

DopvrtB.L.nt o> K'jr;-;. Csrwtics, University ..f Utah School of ilsdioire, Salt 
' ' ; Cl'y Fil32 s 
5'-.i ' .Jj - , IF '733. 240 !vS5S> pl«3-S ; ISSN 0036-S075 



" . .. I T ; -v: -V'lrj 

The. c- .• > •, "i'j ref. : .cr,s for choosing to develop the human as the 
-f ■ • ■:' 1 e,sp t ---iiMta' .vystc^i genetics: an obvious social context 
t\ I -' .7 . l .le r es':, aids .^dical observation of the papulation that 
, - ./-U ' '.r.'-iv'.i^tior, of £^undance yf genetic defects, and our ability 
tv p. • :. ' : * 1 tY.- hanat c itt'e o* ccnpl^ variations that say not be 
''Ui £ ; vchtr Vfricvr lir.is of gerstic inquiry that are 
bai o' ;.i-.i>->-'. 1: ^ther SiS i cr.; —cytogenetic analysis, biochemical 
:' '•• , • , i'efee' "ocl by linkage analysis it; affected 

t::hr,icuss jjch is the creation of trar.scenic 



w 5ir.i;. •:.--•«; ? V v.-'. and enrich each ether. Mid phenoaena that would not 
have k-. ,-!<':hklc J f-.-r; .V.cst'.ga'io-r.s iri ,ther organises have bec-n found 
i - '. •■ -. ; , i. dkv-e-cry /• "giant" Bucher.w rj>iscukr dystrophy 
•jfiAi i- ' ft -'•.:.! t:'.k:-tk:- 0- :-ic*Sslv* cs.ic*r jDnes. Genetic research is 
yielding i.c-V-k k.'c • In- 'kl^y ll^f arc raising nett possibilities for- 
th:-rapy and pnu-Ucu .,' dis<^v, as .tall as cl-.alk-n^s society in the 
fsrs of itMtcl •:'ifc:s:cri&. cbcut thy ej.prvprl-it* application of genetic 
;r.f:riatiof,. 16C Rcfs.l 

23/7/1? 2 'ron f:k: 155; 

; -'-2"'?i.r;7 «?2.'?4':7 
Thi sclocolar tar is ..' the ; p~i-is rouse aiutatior.. 

; - 5, kik Srbc.vi- 3E 5 Ca.-ky CT 
P-.krcc X! 2' 1?R7, 227 i1!?i3; p41S-7, IGCK 0036-8075 

A-.- 1 k ' : rr 

r.:i-;ct 'Out St.: HD2i*52 
U.-.ji?;jr* ElkLISS 

The irrithir;- tra-- scar-busy ; ase-dsf iciest sparse fur souse is an exes! lent 
: k' k study the cost :«nsoii hun-s;; urea cycle disorder. The aatation has 
h:.] c'laracteri-a-d hy both biochseica' a:;d L-uzyislcgical aethods, but 
: k j.uct '."•tyre iias not been revealed. A single base substitution in the 
ccrvkincntary DMA for urnithins trarscar-i-aaylase fr&s the sparse fur couse 
'■-i ken identified by ae*.n: of 5 cftr,biniti&n of tiso recently described 
tr-chr.ic.uss fur rapid ssu-taticr.31 analysis. This strategy is simpler- than 
cr.ticftl c c :[j 1 s ,iintti y DKfi 1 ibrar-i construction, screening, and 
:-':v-:-'-:.ir;i, n.hkh has ..if ten been i:sed to find a usa mutation. The ornithine 
li : :S'Lrkr v U:-c gese ?;.5i-K- fur i^iouse contains a C to ft 

tranter;: tr alters a histkine residue to in csparagina residue at 

arkno acid 117= 

23/7/20 lltes 3 fr« fik: 1351 
0£0?0S22 37064322 

Fine structure cf the hu.«an hypc^cnthifi* ohcsphor-ihesyl transferase gene. 

Patel PI; Prison PE; Caskey 0T; Chinaui: AC 

ilc I Cell ?k' Feb ivii, 6 (25 ^PC-'OO, I2SH 0270-7305 
Journal Cede: NOV 

Contract/Grant No.: AH31523 

Languages: ENGLISH 

Th~ hue.an hypoxanthine- phospheribosyltraneferase 1HPST1 gens has been 
characterized by sckcular cloning, lapping, and DKA sequencing techniques. 
The entire gens, shich is akut 44 kilu&ascs in length, is cospessd of nine 
c.or! eleser.ts. The positions of the ir.tr ons si thin the coding sequence are 
identical to those of the previously-characterized souse H?RT g^ne, 
although there an. sigiufk; nl differences hctaieer. intron sizes for- the two 
genes. KFRT reinigenes kvc been used in a transient expression assay 
involving rkorkrjekk', into rPPT- cells to demonstrate functional 
promoter activity a: thin 0. 23"— la-S;-pair region upstrsac fros the ATG 
eoden. The ps-^t-r -f this jene resfibks thusc of ether recently 
eharacterieed "h ;u>k ge^vs in that it lacks CAPT- ar.d TATA-1 ike 
secuencis, b^t cort^i.s sevi.-tl copies of the Ss<jue:iC€ GGGCC3. Doth RNase 
proteccior ,i ,d p.r;.- u . \; sitn analysis indicate hhat hurean HPPT reRUA is 
heterogrr>:ous at . V k; uith traoseriptie - ; initiation occurring 

at sites ]•.■:. toe' .... v ' t. k-1 to eo igrue'ii to kv base pairs upstream 
•ro- '.ht r. T v ..• :■„ "oi.iH^-l-en of the and t.JiEer. oTRT 5'-f leaking 
se<Jo;..ee:' h::'k .ts 5 t!mt the'-v h^c oely knlted sti etches of conserved 
sequence, c* though there *rc :-'h;r shared featjres, such as an extremely 
high density of potential re t' ykticn sites, that nay have functional 
signifi.s 

i--J.* / . _& i .ft... t . .1 ,_»J' 

0c713347 r-1014347 

E:,,,:-_o;,: cf hu--r, '-"PT -It-, central ;.:rvcus system of transgenic 
r.icc= 

Stout JT; Chen !:V; Fr^,-.k ', Casks/ " A!.^ PL 
&tur- c kp t r -2: ?! 7 k?3k r 2!0-!f|RsSM 0023-033i 



Contract /Srari Mo.; AM 51128; HD 1732* 

3:.%:ro dc-flcic:.:/ ':'r.-, r.ph;r!!^l transferase 'HPRTi in nan 

result: in r*"c r'-.-V't; ;..:,drW:, in X-', inked neurological disorder 
character a:i \- ha* r-t-.r-^tior , chcrsoathetosis and a compulsive 
tendency 'c. ,.:-._'5 sol 'at' Although the HF'RT gene is normally 
cor,stit;iiv,l> 1* tissues at lota levsls, expression is 

elevated •. r .;-..::ii. '•:!>' "c. ' ; : c3 d in several regions of the central nervous 
systc-a, r ::i- \ V'y i~ ths basal ganglia. Th2 relationships betbsen WT 
dofi::e;x,, '..'..-<<. -sptci-'i: alterations of nucleotide iTietabcl isa and the 
r^ur.p- it . ? icr-Myhan syndrome remain unclear. Hers !»* have 

': J-.:.;J ;ici--.t-:.'£r.t aulecuks containing human HPRT ihHF'RT) 
sf^'.': t«:*i-, tie .••cjs« sotallothicnein-! IKT-I) promoter and the 

• •.' .,.-!.,Ud p..rlio.\ o- the hussar, greuth hcraane IhGH) gt-nc into souse 
'f: p/rlor, 'i-awsc-nic anirals that express hffRT cn induction fcy 
cad-;lr u = "hi '.'r'^T cCNA in these experiments contained S3 base pairs (bp) 
of ? -x.'r z:..:\--U: and i?'0 bp of 3'-unhranslated sequences, and the 
fu! !-■ or.-..': 1 . :u; ! :'r.<j sequence, lie studied the in vivo expression of this 
i!T-hHPx7 fj.-.i.r, jsiu and observed preferential hK-'RT expression in tissues 
of the cc Vri-A-us system SON'S). This study suggests thai sequences 
riihir th. 1*7*7 i-a.^ript 'cDMA) influence CMS expression via increased 
synthesis or stability of messenger F;NA. 

2I./7/22 liters 5 from file: 155) 
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::yp::-.o.r'tf;ir;a-gijar!ira phosphor ibosylcransferase genes of mouse and Chinese 
hamster- construction end sequent* analysis of cDNA rscoc-binants. 

kc-recki OS; Srcnnaiid J; c usoe -IC: Caskey CT; Chinault AC 

INcleic Acids Res «cv 11 1382, 10 (21) p~7i3-75, ISSN 0301-5610 
journal Code; GSL 

Contract /Orant »c.: 3M07523 

Languages; EivCLISK 

Tieco-binant plasitids containing D S IA inserts cosiplefrentary to rsRHA coding 
for- hypo"inthif,e~guarn'r,o phosphor ibusyl transferase S HPRT > from mouse and 
Chinese raster c\ll lines have teen isolated from cDMA libraries and 
characterised by 0"A sequence analysis. A total of 1292 nucleotides of the 
noouse cDKA sc-c^once u<i 1S0S nuc'sotide's of the Chinese hasster cDNA 
soeue^c: has beer, dctirioined. Each of these sequences includes an open 
v- ":auir:g frame of iJ4 nucleotides {213 amino acids) corresponding to the 
""RT pro tc:;. coding region The reduced amin.i acid sequences for the souse 
ar,c" Chiness hamster er.tysss are presented and compared to that of huaan 
Iv'RT At least 35" of the scinu acids arc conserved in the three species. 
Ir, additiv.",., a orient e-idenco that tsv species of h'PRT mRNA, which 
d:' : ?cr in i'u sih: of ;:elyado~ylatien that is utilised during processing of 
t'-e nik" transcripts, exist ir. Chiness hamster cells, 

r-nrii 'I'.-r, 3 '-a fih: 155) 

r r ;>:» s OC TCA^ ^ yO 

-S'sard and rever^ rotations affecting the kinetics and apparent 
soleLular weight f.f nc;.ff.a?iar; HGRRT. 
Fsi&ic!; =3 Jr ; Sawyer TK; l ;ruh 3D; Astrin KHj Caskey CT 
Cell Oct i?77, 12 12) p2S3-?l, XSSK C092-8674 Journal Code: C84 
Languages ; EflGLIS-' 

Chinese hamster ecl 1 ; se'e^ted for 'osi stance to S-a;aguanine fd losing' 
fu-jtagenesis have hypoxa.-thine-yuanirc phuspiioribosyltraniferase (HSPRT; 
E.C. 2.1.2=3) sith charactor-^cics compatible isith different mutations in 
the structural gene for that en/ync. Using irmunopurif ication and 
SDS-polyacrylaiTiide eUtt up 1 o. esis, si.t-ants producing antigenical ly active 
firas of the tnryne za-- i.^lyaed fr-r changes in the molecular weight of 
XC7R7. Znryce subunits f, ..l:c;ts "Jl-3 and RJK3? arc reduced in molecular 
uidght by an -stifled 4 and 2'i, respectively. HGPRT activity is not 
detectable in S..3T. The .nry-e -Voai RJK3 is active but has altered 
substrate bin l.'ni, r-,- -,-t:i 1 7r;'.ynt";. fr-us tuo other mutants uiith altered 
kinetic presort;.-.-, ':"'""> RJKC, have oornai isolecular eights. The 
genetic alttf 7.:.-,. R-.IK44 a;-J 47 prvbab'y nissensa mutations, ah: Is 

".!''" »; " -■• !-,; r .;',^,r .•'•i'-.ti-T:: r'-*-^J-'>"<; ^^cir::- r.r-™=! h-r-t, 



p, r t;c': J; L ;• ?ur--.tic c-'! i-ilridiiaticn between RJK3? and a 

:,,-c--taf:' •/ thu' .;*! VSTPT cf -..real es'.KOar wight revealed 

; . . . : , ., z> I-; .'. :':^;,.:ic nutation rather than 

2.;';ra£2 ..... .'. •' . . , '■■ 



n : t ?ois 37-392317 
rr^z-'r. L3:at*~: s^ r c sei: for "sioscapulchumeral riusciiAR 

DVSTFGPKV C; TE DISTAL '.IK? AH' - ' CF C!-rOT0SOf£ 14 
LUNT P W { rjAEES J 3; tfKirAYA K ? SATPRKI F! 5 HARPER F S 
DEP. f :2i. CELTICS, ST, M^SY'S jjjgp^ k'HIT'-IG'RTH PARK, MANCHESTER HIS OJH, 

;jy. 

■J 1€URGL SCI 92 (i-3). 1P83. 257-29?. C0BEK: JNSCA 
LEngua;;: 3SLI9I - 

A fid) of 39? ln: ; iv i Jual f ff-on 24 >':indreds aith facioscspulohuaeral 
auscalar dystrophy !FSr!D; has •as'.f.'jlished fs«- genetic linkage studies. 
A previous suggestion 1 :.ri l :sp <r; t!;c distal *orig arm uf chrososoae 14 to 
the locus aSriO; fur Mv* :onitan'. regiw.i o< : the heavy chain of IgG 
iE3.(inogk.bu'ir. a** t:-it--i f-v. s. j ; J" : iri allotypes and frus Ch'A analysis 
<J5i:ij dr- !G!!3 DMA «:••,!,». A c 'vr ajtylyiny an age-dependent weighting for 
presently uric ■'. I:'- S ir-divldtials close linkage between the IGH8 
a.- i FSrD •(••;.' '.-'as i;;c'i>di-d. 



32/7/2 (Ittn 2 fro:.: flks 5! 

am iMFFsvrr " rT '--:-s for hfvatpl diagnosis cf genetic diseases by analysis 

OF A'PLirED SET.TNCE3 AFFLICATIO" TO HEMOPHILIA A 

;:^2v c c- rc!?r?TV i» srs"'"ER 

HOWARD !!UCiES KED. IfV., BOX 072*. UNIV. CALIFORNIA, THIRD PARNASSUS 
AVE., SAN FRAP'S"?, CALI^ 9«l'-3. 

m ess. j ra si? ;:a;. psj. 935-990. ccdenj jejka 

Language: BALIS'! 

Us report the* .j'iv'3k.p.'Unt of a rapid nonradioactive technique for the 
genetic prediction of hutian disease and its diagnostic application to 
phi! a A. This settled is based on enzyaatic application of short 
segment; of huiaari genes associated uith inherited disorders. A novel 
feature of the procedure is the use of a heat-stable DMA polymerase, tfhich 
a! loss the related rounds of DMA polymerase, ichich alloas the repeated 
sequence of LTi synrhesis to proceed at 36. degree. C. The high sequence 
specificity if the amplification reaction of this elevated temperature 
permits r^trictior.-site ^olyncrphisas, contained in the amplified samples, 
I.. V? -':i\-Zii b'j visual inspection of their digestion products on 
polyvz -yUir-vIe jsH. By eear.s of this method, m have performed carrier 
:'>:<'•'..•• ar:.' jrsnats! diagnosis of hconphiiia in im families usith use of 
t'i 'act:r VIII iniragenic pel yssrphisBS identified by the restriction 
eiuyiBes Sell and XU1 . Predictions can be made directly frca chronic villi, 
without previous D.NA extraction, and fetal sex can be determined by 
c";pl ification of sequfrcas sparific for the Y chromosome. Specific 
amplification ;f jinisic ssqusnces uith heat-stable DMA polymerase is 
applicable to the diagnosis of a uide variety of inherited disorders. These 
irsc! ude diseases diagnosed iy restrictijn-site variation, such as 
DticheriHS': euscolar dystrophy and sickle cell anemia, those due to a 
•:•:•] lection of knoton mutations, su:h as teta-thalassen-ia, and those due to 
g.-ns deletion, such as alpha--tti!assfe„iia. 

:-2.'7/" atss 3 fros files Z) 
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:x":ss:2'i of the rsuse myfoxa^hike pr'osphcribosyltfansferase gene 
ieleti0mal analysis cf the fpokoter regicm cf am x-c'-ipc-iosome linked 
:cl::;-.ee-iwg gene 
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BE?. KCL. 3ICL., IT.'IV. cPirJIi'^L "AFIELD R>. t EDIN'EiJRGH EH9 SJR, UK. 
CELL 44 (21, P'S-322, CSDEN: CrjMi 
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ruusekev;. 1: ge-e-s, : -f t^ fa-it,irss^pcis.te;! with promoters of 

Ri'A a;; ; -;v5: *l 5 ..'«». l-TK^Jansc-ipts have aultiple 

initiation r-iV.-i and .v. " ? "T 5a • ■ las us^to shou that only 49 bases 
0? v'r.i-'ir : ;-vr 7 .-is nr>s*r. ; -y fcr rcr-nal expression in cultured 
cells. The ::;:-nt'.i' : duch .-.cr.'-s uithin .1 coapUx series of direct 

r:-pe-.t3 is ho.ic i.- t: stereos p-trsau of »,thar housekeeping genes. 
«her, this ^ niS t:d i ::,ptic upstreas initiation sites (sere 

revealed. S'.;:ik • ;:e, r !- faitr-is f.f initiation cert seen with all 
-in; --..:i= • -•• . i ' • i ?'!.v 5 coc/'.:s, l-e speculate that this region of the 
KP?;T is i-vo'vr-d >. a different interaction sith the 

'>-:.;••:•';' 'ii-a* r =.»•.;• r:?i-, '"o that occurring at core conventional promoters. 

S2/ T .'" 4 fi's-: 5) 

CC!T^*:^ "(SI? ".-t-r: S/C1346? 

p_ r «-r , t;D c^—'Tm "it;. ?!6?jc^ftM MOOTS CF IfriUKQPURIFIED MESSENGER 
Pi-A COMMENTARY D«A CLCNIM3 AND CHROnCSCtfAL MAPPING OF CYSTATHIONINE BETA 

:y;ithase m THE beta subumit of fropiomyl coenzyme a carboxylase 

:?ALS .J P; WILLIAMSON C L; FIRGAIRA F A; YAM-FEK3 T L; KUHKE H; FRANCKE U 
; ROSENBERG L E 

YALE UMIV. 3CK. HED, , DEF, KU^M G'EKETICS, 333 CEDAR ST., P.O. BOX 3333, 
MB! :""VSi, CCKr!. CtCiC. 
FRCC KATL ACAF 331 U 3 A S3 !?:. 2047-2052. COBEN' PNASA 

Lar^aje! ENGLISH 

We ;>-/A; divelop-.c! conditions fur efficient cDNA cloning of nanogram 
?j...i.r.ts r.f purified mRNAs ceding for cystathionine .beta. -synthase 
CL-s:--irc ;,y<h%~lyo.;o (adding rowcysteins), EC 4.2.1.22] and for the 
cytcrcl ir pr,\ errors cf altsdnndrial ornithine transcarbaaylase 
{ ciri 1 ; V s?Ut*: l.-cr nithin:- carhawoyltransfarasa, EC 2.1.3.35 and the 
.:rta. id-'.-nit of propionyl-CoA carboxylase Cpropanoyl-CoA: carbon-dioxide 
!:;is* (ASP-f orating), EC 6.1.1.3]. The three ir-RNAs, prepared by sequential 
ki'i-v3*k:ticn frss the sase batch of rat liver polysomes, were pooled (20 
n§ each), and cCNA mas synthesized by using avian reverse transcriptase. 
The second DNA strand u>as prepared by "nick-translation repair" of the cDNA 
.c:.td:t. -HMA hybrid siitr. SMase H, polymerase I, and DMA ligase fr«a 
Escherichia coli. The double-stranded (ds) DNA was tailed uiith 
di:::y;ytid:ne residues, annealed oiith Pst I-cut/dC-tailed pBR322, and used 
to tr iiisf -jiti E. coli. The library generated by this three-step procedure 
cleaned 5003 independent colonies. A 550-base-pair (bp) cDNA clone of the 
.biia. s-Ji-unit of propionyl-CoA carboxylase uas detected by hybrid-selected 
c:a.^kticr; it sas then used to screen the library for longer cDNAs. Two 
hybridizing cBNAs, 1200 and 1000 bp long with a 200-bp overlap, 
i^-.-rSiniing together a full-length copy of th: coding region and 146 hp of 
3" untranslated sequence, were recovered. Each plasaid mapped to the region 
>ji3.3 .fadaru!. q22 of har-an chrosssosic 3. Cystathior.in; .beta. -synthase 
clones were obtained by screen: M| the 1 i'wrary aith a single-stranded 
E32P]eDSA spared directly froa the highly purified synthase raRHA by 
reverse transcriptase. Th'. longest hybridizing cBMA of 1700 bp mas used in 
hi-bfid-selscied '.ranslati-n and o'otectod a polypeptide of 63 l;Ba, identical 
in si:< to :at I ivar syiithise. In sitv hybridization of this cDNA to q22 of 
htfuan chro&osui..- 21 confirmed h'o previous tentative assignments of the 
synthase locus to this chrosoronc. 
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BIGSIc rio;,t.er! 3CCC6220 
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Li::;^?n studies r. ricsc"^ :™"'s::: facioscapulohumeral kusuulrk 

PfiDO? c ; " :': ! -'C\:^S K L; VAN L06HEM E; SEERA KHAN 

p ; »i,esjis l e ; j'c, sc'ireucer s i t 
:ep= of neurolcc-", un t v= -'^ital levcek, rijnseusgei^eg io, 2333 aa 
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Linkac-c st_ J ii5 ;:u':-rUsc« in 12C individuals frcs 10 kindreds with 
autosonal •'. '" r ..' 'acioscapulohu-'wr-al Eiuscular dystrophy using 35 
different \k lir.!;ag- aas fomd. Tha highest lod sccrs was 

1.12S for c'K;>. £:r.» cluster- UGH3 at a recombination fraction of 

0.2. IgH *.-. >d th: long am cf chrssescaa 14. Based sr. scores of 

cthv rack' ~ :js r .es ire! or. a reoirubi nation raap of chroaoscse 14, the 
- ■ t^ti* ity the.t the gen;- for facisscapiilrtbussral oscular dystrophy is 
\ o j"o:.c:>i 14 is estimated to be .apprx. 67.. 

-ritiu 7 *r» fi'a: 5) 
r^r^O ?I?SI3 -limber: 71024270 
—-v-vcr rKATf* fl|fl?Q TRANSFERASE DEFICIENCY IK CHINESE HAMSTER CELLS 

rrrin-nr^ r Y ?. "SBwm coes on huiak chromosomes 12 and 19 
:-a v lcr s l- shcus t 3 

rrrerps!. ^sTirs section, roswell park nehorial institute, new york 

STATE DEPARTMENT OF HEALTH., BUFFALO, ME9 YORK 14263. 
SOMATIC CELL GEMET 6 ?5). 19S0. 641-652. CODEM: SCGTD 
Lan^age: ENGLISH 

Branched-chain ami no transferase I XT) catalyzes the reversible 
transaBiKiat;;;.'! of the branched-chain .alpha. -keto acids to the 
branched-chain L-ani.no acids. Since branched-chain L-arnno acids 
{L-isoleucto«, L-leucine and L-valin?) are essential for cell growth, cells 
ehich lack BCT uera unable to proliferate in iredia containing .alpha. -keto 
acids in place of the corresponding L-aisino acids. CHW-1102, a Chinese 
hamster cell line, lacks BCT tnd does not grom in .alpha. -keto acid media. 
Ssaatic cell hybrids were made by the fusion of CHH-1102 
(HPRT-rhypoxanthirie-guariine phosphoribcsyltransferase-def icientl) with 
several human cell lines and isolated on KAT 
[hypoxafithir«-a»inupt2rin-thyr4din*! (radius. Growth assays of hybrid clones 
on .alpha.-ketu acid selection media independent of the HAT selection 
scdiun indicated 2 cell hybrid phenotypes; either the hybrid clone, like 
the parental CHH-1102, could not utilize .alpha. -keto acid media or the 
hybrid could prolif:rate ur, all 3 .alpha. -keto acid media. The ability of 
hybrid cells to proliferate on .alpha.-ketu acid sedia correlated with the 
presence of either of 2 huan genes which independently complemented the 
Chinese banister- deficiency. Tyo huasti genes, BCT1 assigned to chromosome 12 
and BCT2 assigned to chroisoscrc 19, coded for the expression of 2 molecular 
forjs uf SOT. 
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Sosatic c.-'-l itybrids betueen r3;;63AgS nouse my&l oma cells deficient in 
hypoxanthinc phosphor-ibosy! transferase (EC 2.4.2.8; and either human 
peripheral '/TipVic/te; ur hussan lyT.phoblastoid or syeloiBa cells were 
st:;;'.'i.i for *hc production of hunan irsunoglobulin Ilgl chains and for the 
e:.;,.::!-?^ ctzyre ...ar ker & assigned to each of the different human 
:!■•: •. r-.r-T. H..;v,r chr^^r.'/u- II 'j.as !he only huruan chrosiosoiae present in 
cl: i- ';-!':? '-.ybr ids fr, ;!';:. inj .z-i., .gsftisa. and .alpha, husan H chains. 
In 2 .f the is d.-paf.dcr.t hyl-rid-. that proiiuced^ran H chains, chroaosoae 14 
'■' ;;r-i • ciro ..: -~<<<y. }«m>it in t^Jttrid cells. Loss of human 

'. •• " - «" . Irt.-ldE r^iei in the concoiaUant loss of their 



ab:;-'-y ;r:.j'.:c? ' ; : !± H cVJ~, gsn^s for hunan Ig K chains ara 
.j..;;- \ ' u-. 1 . -jv^'iu:*:^ •/ Li educing Hunan cells. 
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!T* ' *•..-. .: ; • .; :> ".> . '-he ^sr-a for fac ioscap ul ohyasral auscular 
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*• • •• ?i fc^sUt^teivsrsity cf Wales College of Kedicine, 

' v ".r^.f'TJ! /[;: J98#H 8S '1-2! p2S7-92, ISSK O022-51OX 

Journal Code: J2_' V 
Lar.g-^ess ENGLISH Vs - / 

m paw] of 39? individuals frors 24 kindreds with facisscapulohuearal 
UrCylar d/:tr:?hy (FSHB) has been established for genetic linkage studies. 
A pr;\ ic_3 iuggi-stion cf linkage on tha distal long arm of chrosososa 14 to 
ik l;.z:i :ICH3; for the constant rsgisn of the heavy chain of IgG 
Lz.^::.: z'. Las tested fro.?. ser:s Ga allotypes afid froa ONA analysis 

(isioj an IC'.-'G prehe. After applying an age-dependent weighting for 
preser.il; v.isffsctei! at risk individuals close linkage better, the IGHG 
and FSHD lo:i j;.s i-xclKdcd. 



32/7/tC (Iter. 2 true file: 155) 

Linko;,c- rtiidi.s in facioscapuluhi'ssral muscular dystrophy. 
"i.I'kpj 5", K'Usert EC; V»lfcvft H3; D* Lang; SO; Wintzen AR 
j>p:. -h,-.'.! 1 : Mon.-oloqy, StaL- University of Leiden, the Netherlands. 
Mu;clc Ksv/z {UNITED STATES') Aug 19SS, 1: (8) pS33-5, ISSN 0143-639X 
■ io^iia' Code: NN? 
L^y^gci: ENGLISH 

'.lssitU 'Maga betusan the Incus for autosomal dominant 
faci.)}.<-Hfoln-!ii.n^fal fouscular dystrophy and the locus for- the constant 
region cf teavy chains of the IgG isunoglobul ins (fa) mas tested in 1 
kindle! (23 affectuil ami 13 unaffected sibs) using the polymorphic DNS 
prcta B1~S1. d-.i'Ai : : s <n'*n to fee closely linked uith Ga. No linkage 
between the loci for- the disease and the probe «ias found, and the lod 
scores suggested that the locus for facioscapulohumeral muscular dystrophy 
is not situated on ihe distal part of the long arm of chromosome 14. 

32/7/H !Itom 3 fr'« fils: 155! 
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An improved sethod for prenatal diagnosis of genetic diseases by analysis 
or amplified DNA sequences. Application to hemophilia ft. 

Kcgan SC; Dchsrty «; Gitschiar J 

Howard Hughes Medical Institute, University cf California, San Francisco, 

CA 94143. 

~ Engl ,! Kid Oct 15 1937, 317 Hi) p9S5-90, ISSN 0023-4793 
J:.urrta? Code: NO',-; 
Lanyuages. ENGLISH 

sJo report th-v deve'opsarit of a rapid nonradioactive technique for the 
genetic prediction of hiTiian disease and its diagnostic application to 
hemophilia This sathed is based on enzymatic amplification of short 
segments of \w.„ru genes associated tilth inherited disorders. A novel 
feature of th;.< ^mtedure is the use of a iioat-sbabls DNA polymerase, mhich 
a'loii'S the reputed rounds of DNA synthesis to proceed at 63 degrees C. The 
high ccqrc-rKs specificity of the amplification reaction at this elevated 
temperature ^i-siits restriction- site polymorphisms, contained in the 
app;ifi:.d to be ana'-yitc'. by -,'isi-al inspection of their digestion 

prodi.ct:. s; ; puly&cr-ylct.idc g^l:. By iueans of this method, o;c have- performed 
carr ]»•;■• i\'.- I ct;::fi c ftd p:-or«.t: 1 di;.g..o;is of hemophilia in tss families with 
■isi f '-a ur VJTj ;:„ti s^ : .-|ic p.-iy:norphisas identified by the 

i-til, :• '.'o; v'. : /.y:..ts ^ T ■ n. Prc-IictioriS c*n be :sade directly froe 
:.V:. i; v':;*-:, •s.'!t-;.rt pri-.-inu;. PUA ruction, and fetal sex can be 
j :.\ r -v' by '"■ ' ''U;, , ■■ :t jueoevs specific -?'.r the V rhroisoieac. 
.'f' -^p'ir'Lcl.'sr, ..' j;v;,-.nl-. s-'i ; :i«n :<••.. o)j tf» heii-slahls DMA polymerase 



r ' - : i-dcd:- i' :«.js*5 diagnosed '-<-., restriction-sita variation, such as 
"'jcheiyw'-- -Cis i>"^"-:vv an-J sickls cell aneit-ia, thcs* das tc a 
Vj!":'.' .- 0;'- , SJCtl 45 be^-tha'tissenia, and those due to 
4'. cV- > ■• :•' v. . '/r '-^* 

r,'7-i" :t'. -.. " f-o i -ik-: '55- 

"h- .a ..v . t:R'lA'0? gifts mar the 3' OH cerrsinus of a fast 

syosin r£-*vy cheit: sere, ?; cvnpsrissn between ricrral and dystrophic 
chickens. 

Zezza DJ; Kfyucod if 

•J Biol Che* Juf; 5 19SA, 26: (It.; P7455-6C, ISSN 0021-9259 
Journal Cede: HIV 
Centraci/Srafit K:.: HD323ii-i7 
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Tbo g2nesic frsgscnts sift isolated fross a nor-sal and a dystrophic 
MLrary containing the 3'0H h-rainus of the fast isofors cf rsyosin heavy 
chair. ;c-ns« Restriction s?p acclysis con'irsod that tho genes mere similar. 
The seqasnces ceding for -rye-sir. aarc defined and shear to be the same in 
each genosic fragrant. Kasaver, using a cDNA clone for tcRKA102 and tao 
specific oligomers for tc?:tJA102 sequences, detersined that only the 
iifiosic fragment fro- noriui chick contained homologous sequences to 
tcRNAiC2, Dystrophic chicK did not contain these regions of nosology. 
In addition, the rental yenoaic fragscst transcribes tcRNA102 in *itro via 
RriA polyxc-^ase III stile the corresponding fragrant of BNfi from dystrophic 
chic;; sa$ i-tactt.-a. These results suggest that there are detectable 
iirhtvz'ci betaken the oernal and dystrophic genomes in this regard. 

32/7/13 (Tim.-. 5 from files 155) 
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doing ? fid sr-ecning with nanogram assents of issunopurif iad mRNAsJ cDNA 
cloning and ehro-Tiosoid napping of cystathionine heta-synthase and the beta 
s-iibufiit of propiory;--CoA carboxylase. 

Kraus Wi U i&sis.n CL, Firga.ua FA; Yang-Feng TL; Munke fi- Francke U; 
Rosenberg LE 

Proc riat; Acad 3d U R A Apr 1996, S3 <J) p2C47-5i, ISSM 0027-3424 
Jc.ir-nal Cod:: P','3 

Contract/Graf, t No.: AH 09527: GH 26105; Gfi 0743? 

Larguige^: E?SLISH 

have developed conditions for officiant cDNA cloning of nanogram 
voonts of purified mRNAs coding for cystathionine beta-synthase fl-serine 
hydro-:. -i.se (adding hoiuscystaine) , EC 4.2.1.223 and for the cytosolic 
pr-( jr-sc-rs of mitochondrial ornithine transcarbaaylase (carbamoyl phosphate: 
L-.-r nithirc carbamoyl transferase, EC 2.1.3.3! and tha beta subunit of 
pr-Of-ionyl-Coft carboxylase Epropanoyl-Coft; carbon-dioxide ligase 
(ArP-forraiegL EC i.S.1.33. Ths three uRNAs, prepared by sequential 
i.-.T.unu'-.y I-; ctior. fro:; the base batch of rat liver polysomes, acre pooled 120 
ng each 5, and ;D?IA sas synthesized by using avian reverse transcriptase. 
TK- d DNA strai.d was prepared by "nick-translation repair" of the cBNA 
. sRMS '-yj.-i-i sit!. !?Ust K, pdyrsorase I, and m ligase fr-os Escherichia 
coM. The double-stranded ids) DMA was tailed with deoxycytidine residues, 
crr.c.-.lei' -iith Pst I-cow'u5-tai1*d pER322, and used to transfers E. coli. 
The li'xs.r-y ger.ei ated by this three-step procedure contained 5000 
ind-jpendj!.! cclcr.k-i. A 35C-base-pair (bp! cD-MA clone of the beta subunit 
of ;: 4-U'!iyl-"iH carboxylase was detected by hybrid-selected translation-, 
it then used t; scr^fi the library for longer cDMAs. 7«;o hybridizing 

s'h--, 120C o;,.' 1000 long -iith a 200-t? ovei-lap, representing together a 
f.r-1-. ij l l of the coding ,-agion and 44£ bp of 2' untranslated 

s-q-:-; .-, i-tro ; s^*'-. ;;d= Each plasrsid (yapped to the region q!3.2 q22 of 

W*.:*< '■■ ,r xc ro 3 Cystathionine beta-synthass dunes tujre obtained by 

' ■ : .' ':tra.y ,:ith u singls-sfi aodd [S2?3cnrw prepared directly 

'•: ii'.s'.'y' r fieri vj r.'il^.tv rfiMA by reverse transcriptase. The 

lor.gest hybridiring tB'-'A of 1700 bp t-ss used in hybrid-selected translation 
and detected a colypeptidi 43 sCa, i^tical in size to rat liver 
synthase. In sit:, hyb.-iiizati:-, of this cE^^p.72 of hi-"iar, chroausooe 21 
-■y>'' : ,:r„U [., '-hiiv- ^ssior.cents of rt- -v-+'-2;e Inrir; tr. -h'- 



chro^sc^, 

,,-.-. Ar .-.,-. c . .■ 1 . 

Ivrassbr, it tre :-" r " r ;:-„•: i: i-itf.ora' ere lysis *f ths prosstar 

"eitc- Drf; f'-ru- • r, " •:: ?r ; r:.-v v. 
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7L: izzy. hypoxanihins |.-!.eV. : - 3y '. t-^nsf 2*as s !i!ca seve-al other 
h:^r-:':*€pir:g gsaas, lackr, >:.•;>• s? Ms -'edurss associated aith prcsoters of 
f:"A polysoras-; Il-r.ai.V:-;.^! gsr.<,s« PFHT tnaso-ipts hive BuHipU 
::.it:iticr. sit^s .ir s .t an W -.: .igc^.- u ;a- tv shcs that cnly 49 bases 
: ' -/ flanking saqueacs w%» sisfs^ary f ..:-":tai expression in cultured 
7L: essential :>.gb'., -.hi:': : cot-? ^ithi.i : ccsylix ssriss of direct 
rrpr-rs, is hssologous tj s-.q; --vs '<p>Cf:ax :f -;thir housekeeping §an«. 
l&er. this- semwine Vrte:l, ; ryptk u.istr-ean initiation sites tsere 

raveakd, SiKilu- :bon-«fii pi'tan^ inrtiition sisre seen &ith sll 
sinigcaes ust^y,.' b •• -. -rybe:- s^ui'st* that this region of the 
:;pRT prcrsoti;:- is ii; o. dlf^vp.-.t bto'ccibr aith the 

H-;r.:c*-i,: ! ricr-:l 3u bbery to thf-t vc-cur-rif^ at zscre conventional promoters. 
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rbrar, DK? pcty-sra: a! pi a. Ct-spr-oatior. £ cr roat-lafcila ibcuss DMA 

ftl/iiar-H?-.- ;.lpha ' :*h. gvr-a i>u.!bctb r ; tr: the X chroaosoae. 
f'a-:a..<b F: Tan 1 ;! H» "iyaziica H» Murder; v , Mori Yainada H 
Ms; 2b! 'l ■'. 1?S1, 2 '5- r.323-35, ISSN 0735-1313 Journal Code: 

The- chrio-....i--.-i* b;..^ bn i;' hj;T5r. DMA polyaarase alpha gene aas 
dtt-rrdneo by studies en ss:«itic ccH hybrids between a 
tc-Ep :-r ili: c -s^nsitivs mutant cell line- of scusc- FfiSA cells and aorssal husan 
:y-^.;cytis or a line of buffers diploid fibril. lasts derived from a patient 
i.ith thi fragile X syndrom. A cunpsratur^-ser;sitive mutant, FT20-H6, a 
• •thi...suar i :r,j-r«si5tar i t derivative of tsF720, has heat-labile DNft 
;:;/i:--as* alpha. Interspecific cell hybrids between FT20-Ht and hunan 
cells gr-iu -it t'u- rtcn-p<?;r3;sswa icnpecature, indicating that some human 
chroacsoscs cei' i--..spsr.:jH.t;- tha '"e^perature-sensitiva defect of tsFT20 
ir, rious; di r.-M 'ivbi-ius- Tbrac of these hybrid clones mere sxasined 
furtbur, r-.nti •:-.!•: Wf t.: ::t:ibairi haat-stable DKA po!>TuaM5e alpha that 
aas i.cutrcliK;' i; J th !-;:i»«fi PKA polynerase alpha-specific acscclonal 
antibody. cLbcbriini, end segregation basts of these hybrid clones showed a 
posit: ;e correlation between the egression of human BNA polynerasc alpha 
the- presence of the hy-ac X chfor.cs«Cs. Tsc subclones, howsver, did not 
::n":rs to this relctb-nship: 'ch.y grey at the Renpcraissivc tersperature 
b'rt ir. hyptsaathiric/c^cthspttrin/thysidiRS Miedius. Detailed exesination 
:f thi hus&r. chrsaoscs^s i- tb^sc iubck-rei. revealed that these clones had 
;r.ly one !<*jsaa chr.at-5^, :.n X thr-vRcsorc sitl; a terminal deletion »( tha 
1 ..n 3 -.rs including the lo«.us of the gone for hypoxanthine 
r b^spr.rrb:-sylcransverasi (EC 2,4.?. 8), Pros th.se data, the functional DMA 
po!yjer:ie =bbr, g;-;e aa: located on the human X chrsaosca*. 

32/7/16 3 •?»;- i r file- 155: 
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The ass, -f t -c!:e r bp'-;age ay: i ur.iqus rc-golatory schsac to control a 
lethal function. 

i-ahsann R; Soil;- fj fc!;:/" FC| Pfaff E 

Gene 1935, 3? (1! pii-70, 12SH C37S-1119 Journal Code: FOP 
Languages: ENGL 1 3! ' 

The son; gaio of bacteriophaga M'j encodes a DMA modification function 
uhich ur.'.vrls vdr-inc to ctitarido adenine in a sequence-specific sanner. 
The son. c,iru itself Is siibjcct to a complex regulation: gene expression 
require: 'v'bylatb; ty !fu Escherichia coli Dam sssthylase of specific 
sites ups'rrvv; u f t'.e ^o:r. p r o.;oter and trifiiactivatisn of tha promoter by a 
v .- <■,-:.■ :; ; J :t. The irssir.t for- trarsactivation can be overcome shea 



saasuraesnts of ths rsts of fixation cf aataticns Msst do not change ths 
r, 0 acid ^qutrc*. T'c ; ; i::ir;u;-i esti^skAv&lfeW&dSF^estsr than ths 
Sighsst previously estimated ratis »f fixation of neutral stations 
::i:c:;ated for f ibrincpeptid* A. A nt?u technique, dec^ysubstitaticn 
;?;csnci»g, which should spsf' dstorsination of ths ccsplsts foRNA 
sequences, is described. 
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; jcr.:. pr^-ict ib-sif is nol k-thal tc the cell. The 

■ _;.:..!;:_. , . . '..a !■<?=■< ■.}>.-:>l>1 r. pL expression victcrs. The moo gene 

; * '•■ •., ^ ;■■]■'.' '3 27 hi.: ^en visua'iied c ; ; gsls. Efficient 

., .' pL e^nirrs gens cons. f. fusion bstsesn HS-2 

p:; y -::i::- cr.d coa has Un: ;s„crate-{. TVs fusion product is side in targe 
1:.:..:::, uhiPess ens scs gene product is net cverprcducad although the gene 
:: : the mm. tr^scriptionai unit. (ABSTRACT TRUNCATED AT* 250 
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.%ss ;g "c of the gene fur DK/i pel psras* alpha to the X 

:!..• inverse. 

'..'acg TS; Pearson EE; SucsaUinap. HA 5 Mohandas 7? Shapiro LJ; Schroder J; 

Mat I Acad Sci USA Aug ;V?5, S2 (16; p5270-1, ISSN 0027-8424 
Jo, „d' c-n'v-; w 
Co;;;--i-t/o;v.r.t No,: CA-14S-5 
Luriymy-is: E'iS'.ISH 

SL- !.4,';; !).«•• 1 k>l an assay based on a monoclonal antibody that 
disc.-.':-;'ii!il>5 the activity of human DMA polymerase alpha in rodert-huaian 
scr.-alic •;;•! 1 liybrid ;lcn»s to idsftHfy a single genetic locus that is both 
necessary and sufficient for the expression of DMA polymerase alpha. We 
hive lapped this locus to the short art; of the hunan 1 chrsscsoss, near the 
•action of bands Xp-21.3 and X?22,l, and demonstrated that it is not 
expressed frss an inactive X cIjporcsobo. 

3:/7/i8 (Iters 10 fr.-.m file: 155! 

Sequence of the propter region of the gene for huaan X-l inked 
3-ph«£ pheg 1 > ceret t kinase] 
Singer-Sai J; Keith DH; Tani K; Siasssr RL; Shively L; Lindsay S; Ycshida 
Riogs AD 

S; :e Dec i9S4 ; S2 (3; p'09-17, ISSN 0S7S-I1;? Journal Code: FOP 
Languanss: ENGLISH 

fe- hive -J.-tcrriucd the sequence of an Si2-tp BamHI-EcoRI restriction 
fragment ;;.ituinin3 the 5' region of the human gene for PGK 
(S-phciphoi^^fr-i..': kinase i«r ATFo-phosphs-D-glycopate 1-phosphotransfsras 
e ; EC 2.7.2-3). The fra^cnt contains ^!5C bp 5' to three start points for 
trar.scripti ::: ;h,:atod by priser extension and SI nuclease mapping), a 
leader s;;p; iu. ':Z-?", bp long, the first exon of gene (65 bp), and part of 
the first ir. I;-;;;, T-e promoter region is evtrcasly G r C-rich, lacks a TATA 
bo?., and has an S-fcp direct repeat. A comparison of the promoter region for 
FGK t-ith other- promoters on the X-chrsRCScss reveals homology sith the 
promoter for HPRT, but not siith the operator for factor IX. 

32/7/1? (ItsB 11 frorr, file: 155) 
05<"i7i7 S50S2767 
Lird.ags studies in aytosuisal dominant facioscapulohuseral auscular 

.J .; 

r »,".<; -3 C, Eriksson AH; Volksrs WC; 2ernini L; Van Loghec E; ilsera Khan P 
; IE; Pronk JC; Schreudtr CD 

■: V,: Sci Sep 1984, 65 53! p2il-8, ISSN 0022-510X Journal Code: 
J3J 

Largua^es: EL^.ISK ' 

Lirskag^ stjdie-r i.'o under^aNen in 120 in^^Buals frois 10 kindreds mitt; 
autosomal dominant faciustapalohuaer-cl muscular dystrophy usinq 35 



different sarksr gsnss- «o linkage sas >ound. Tha highest lod score- sas 
I.-'.?:? f:r the immunoglobul in heavy chaj^kene cluster (Ion! at a 
::-:o:;bi::ati:T: traction c-f 0.2. IGK is locatsd^Fthc long ar-s of chroaososc 
14. 5=:cc on scores of other r^rker genes and on a recombination sap of 
chr :lc;cc:- 1", tha probability that the gene tor facicscapulshyssral 
•>jscuk:- iystrophy is located on chromosome 14 is estiastsd to be 
a:::;::ir::2toly it. 

32/7/2; (Item 12 from Hie: 1551 

I- r.c2 ..-f inhibitors of pclylABF-ribose) polymerase on DNA rspair, 
chro-iosona! alterations, and rotations. 

Natarajai, AT; van Zaeland AA; Ztanenturg TS 

I-,t Syxp Princess Takaruatsu Cancer Res Fund 1993, 13 p227-12, 
Journal Cud:: HHI 

Liu.guasw! ENGLISH 

Thv: iof l.ioncs of inhibitors of pclylABP-ribese) polymerase such as 
3-;=y;noyr. reside (3AE) and benzaside {2) on the spontaneously occurring as 
iLiil as ir.ij' aijfin induce*! chrvsescsal aberrations, sister chromatid exchanges 
;2C:s) point MiUtivns lias been shdisd. In addition, as have measured 
the ■'r-' : li;ru.e of 3A5 on PKft repair tj! losing treatment aith physical and 
chsaiul mutagens. Post treatment of X-irradiated nasaa! ian cells tilth SAB 
increases the frequencies uf induced chromosomal aberrations by a factor of 
2 to 3. Both acentric fragments and exchanges increase indicating that the 
presence of SAB slums ilmen tha repair of DNA strand breaks (probably DNA 
double strand breaks), thus Raiting breaks available for interaction eith 
each other to give rise to exchanges, SAB, Siher. present in the medium 
ccntaining broBodeoxyur i d i ne ( 2rdl'rd ; during tsv cell cycles, increases the 
frequencies of SCEs in Chinese hamster ovary cells (CHO) in a concentration 
dependent manner leading to about a 10-fold increase at 10 mH 
concentration. Most 3AB induced SCEs occur during the second cell cycle, in 
shich DMA containing brcmouridine (Eli) is used as template for replication. 
BU containing DNA appears to be prone to errors during replication. The 
extent of increase in the frequencies of SCEs by 3AB is correlated sith the 
amount of BU incorporated ir the DMA n( the cells. The frequencies of 
spontaneously occurring DNA single strand breaks in cells groan in BrdUrd 
containing medium are higher than in the cells grssn in normal (tedium and 
this increase depends on the amount of EU incorporated in the DNA of these 
cells, lie have studied the extent of increase in the frequencies of SCEs 
due to 1 ?M 3A3 in several human cell lines, including those derived from 
patients suffering from genetic diseases such as ataxia telangiectasia 
(A-T), Fanconi'''s anemia (FA), and Huntington's chorea. None of these 
syndromes shoaed any increased response a hers compared to normal cells. 3AE, 
hoviever, increased the frequencies cf spontaneously occurring chromosomal 
aberrations in A-T and FA cells. 3AB does net influence the frequencies of 
?CEs induced by '?■> or mitomycin C '.!££) in CHO cells. Hssever, it increases 
the frequencies of SCEs induced by ethyl msthanesulfonate (EMS! and methyl 
•.••6th?..esjlfo.-.Bi;c ;;";£• = Under the conditions in which 3AB increases the 
f ■•;»i.|i;- w ,-i::i:.'5 ■■<■ '»,:ont3nenusU' occurring as well as induced SCEs, it does not 
inc-ea-c the frequences of point mutations in hypoxanthine-guanine 
phosoh .ribosyl hansfsraso (HSPRT) locus. 3AB does net influence the amount 
of repair replication f;l losing diiaethylsulphate (DliS; treatment of husan 
fitrnbUsb, o- UV irradiated human lymphocytes. (ABSTRACT TRUNCATED AT 400 
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Differential staining and segregation of parental chromosomes in 
-OjSi-rabbit hytridosias. 

Medrano L; Phalente L; Buttin G 

•:/:l Diol Int Rep Sep 1279, 3 (6) P 503-14, Journal Code: CRC 
Lir.gcages: ENGLISH 

;i:::r.;t 32258 fluorescent staining can be coupled ssith C-bandinq to 
identify the chrcmoseraa! contribution of each parent in mouse-rabbit 
hyiridomas. A fa;r and essentially complete segregation of rabbit 



preferentially sniiitained in aadia iaposisg HCPRT activity for call grostfc. 
Rouse-rabbit hytridonas, so;*o of ^hich secrete rabbit iaaunoglobui in 
chains, s^uld be a co.T.vnisn* sstcrial for the identification of 
chrsaossaes go/err.ing rabbit Ig chain synthesis. 

32/7/22 (Itc-r. 14 frca file; 155) 
03923S95 80034395 
Chrososoea. location of ths genes for huaan issuRoglcbuHft heavy chains. 
Crocs CK; Shander H; Hartinis J; Cicurel L; D'finccna 63; Dolby TW; 

:>.?;c-eski H 

?r:c Natl Acad Sei U S A Jul 197?, 76 (75 p3416-S, ISSM 0027-S424 
•Journal Cods! FV5 

Languages: ENGLISH 

have stydisd sooatic csll hybrids between P3x63Ag8 aoase Ryatosa cells 
deficient in hypsnan thine phosphor ibosyl transferase (EC 2.4.2,8) and either 
huaan peripheral lyaphocytas or huaan lyaphoblastoid or ayaloaa cells for 
the production of huruan immunoglobulin chains and for the expression of 
SRtysa Parkers assigned to each uf the different hsssan chroacsoass, Huaan 
chr-oaosoae M seas the only huaan chroaosoae present in all independent 
hybrids producing au, gaaaa, and alpha hijaas heavy chains. If; tso of ths 
independent hybrids that produced huaan heavy chains, huaan chromosome 14 
sas the only huaan chrososiias present in the hybrid cells. Loss of huean 
chroaoscse M frca these hybrids resulted in ths concoaitant loss of their 
ability to produce huaan iaauncglobulin heavy chains. In vies of these 
results, tie conclude that the genes for huaan immunoglobulin heavy chains 
are located on hu^ar chromosome 14 in iraauncglcbul in-producing huaan cells. 

32/7/23 (Itea 15 froa file: 155) 
032 P903 77119903 

Structural and genetic studies on chicken 7S iaaunoglsbulin allotypes. 
II, Distribution of allotypes on the 7S immunoglobulin of homozygous and 
heterozygous chickens. 

lakeland EK- Benedict AA- Abplardp HA 

J laaunol Feb 1977, 113 (2; p40M, ISSM 0022-1767 Journal Codes 
IFB 

Langucges: ENGLISH 

have previously reported chat chicken 73 immunoglobulin {Ig! heavy !H) 
chain allotypes (CS-i locus) segregate as phenogroups in F2 progeny. 
Specificity CS-I. 1 foread a phenogroup Kith CS-1.4 ir. inbred chicken line 
UCD 2, and a second phencgroup siith CS-1.3 in line UCD 3. To deteraine 
whether these phenngreups asre fcraed by combinations of specificities on 
the saiae, or on separate subclasses of 7S Ig, their distribution on the 7S 
Ig solacules of birds homozygous for 73 Ig allotypes otas analyzed by 
radicisaunoassay. Ant > -CS-i. 1 and anti-CS-1.3 alloantiser-a each bound more 
than m of line UCD 3 1252-7S Ig. Similar results sere obtained kith 
alloantisera to CS-1.1 and CS-1.4 «!TH 125 I-7S Ig froa line UCD 2. These 
results indicate that both phenogroups aere formed by combinations of 
specificities present on the m-bc H chain= Thus, each phfnogroup described, 
probably is 'the product of a single structural gene lahich is responsible 
for anre than 942 of the 7S Ig H chain constant regions. In F hybrids siith 
the genotype CS-1.3, 1.3/CS-1.2, tso populations of serua 73 Ig acl scales 
sere detected ty direct and sequential bindiny analysis uiith specific 
alloantisera. Cr.e population of 73 Ig contained specificities C3-1.1 AND 
CS-1.3, but not CS-i. 2; shile the second population sas exclusively the 
product of one parental allele. Consistent sith a genetic regulatory 
oschasisa involving allelic exclusion, no MS Ig containing allotypes 
produced by both alleles suas detected. 

32/7/24 (Itea it from file: 155! 
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Bvr-i, a restriction locus of a type C RNA virus in the feline cellular 
genofs: identification, location-, and phenotypic characterization in cat X 
s:'.:e sosatic cell hybrids, 

Pr.jc Hatl Acad Sci U S A Dec 1976, 73 (1^4618-22, ISSM 0027-3424 

.!.-,iipnal r.f:Hi-: ?'■)?. 



Languages: ENGLISH 

?cs»tic cell hybrids orer* constructad bett^KALB/c-RAG sous* cells ifid 
feline lysphf-iae ce 1 1 r by the hypn*anthine-a^bpterin-tr.yaidine selection 
achiss. RAG cells spsntanemisly produce an endogenous B-trcpic type C 
virus. Cat-f?:;»se hybrid:, prefgr-entially segregate f si ins chroaosaaes and 
retain murine ciirsjcr-csas-danicrisfribl a by karyotypic and isozyss analyses. 
Despite t!u presence of the coaplets aouse genose, including the viral 
gafisss, virus production &as diminished tc 1-5?. cf the levels observed in 
RAG parents based upcr, particle-associated RNA-depender,t DNA polymerase 
(reverse transcriptase) activity in the culture fluid. Thirty-seven hybrids 
snade on four different occasions had suppressed virus levels, and no 
hybrids expressed parental virus levels. Reverse selection experiments on 
i-thioguanine demonstrated that a restriction gene, tentatively named 
E/r-l, 'i-as linked to the feline structural genes for hypo;;anthine 
phosphor ibosy! transferase { Is*?: pyrsphusphats phosphor ibosyl transferase; EC 
2=1=5.3! and glucose-6-phosphate dehydrogenase CB-g!uoose-t-pr,osphate: 
NfiDPi- i-ssidnreductass; EC in cats, probably on the X-chroaosome. 

The genetic sods of action of Bvr-1 is trans dominant in restriction of 
sarins IwVeaia virus. The restriction locus results in a block late in 
virus maturation but prior to release, since expression of antigens for 
viral structural proteins and natrue budding particles is apparent on 
surfaces of restrict hybrid cells but not in high-speed pellets from 
culture fluid of restricted cells. 
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House MSv transformed cells resistant to S-azaguanino. 
Altaner C; Nladka H 

Neoplasia 1975, 22 (6) p57?-S7, ISSM C02S-2695 Journal Code: m 
Languages: ENGLISH 

House ceils transf urmod by sjrine sarcoma virus sere made resistant to 
8-aeaguanine= Resistant rei's and cell dimes isolated from them aere 
deficient in hypoi.anthine-guanine phosohoribosyl transferase 'H6PRT) 
activity. They did not grots in HftTG medium, did not incorporate labeled 
hypcxar. thins, and had negligible W3FRT activity. The resistance was 
genetically stable. The resistant cell?, sere hyper-dip] oid and contained 
telocentric chromosomes only. The resistant cells as well as the progenitor 
cell: aere slightly tuacri genie in nice, the plating efficiency in soft 
agar aas v'sry loss. The parental cells and aza-G resistant cells produced 
C-ty?e viral particles having RNA-denendent DMA polymerase activity. The 
"esutanco to aza-G did not influenced the expression of murine sarcoma 
virus genaae in cells. The resistant cells are suitable for preparation of 
cell hybrids- 

32/7/26 (Ita* IS from file: 155) 
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Investigation yf the organization vf rnaiTirnai ian chrososomes at the DNA 
sequence level. 

Salser H; Boissn Sj Browne D 5 el-Ad; i F; Fedoroff N; Fry K; Heindell H* 
Paddock G; ?oon R; Wallace 9; Sitcoms P 
F:d Proc Jan 1976, 35 (1! p23-S5, ISSM C014-?446 Journal Code: EUV 
Languages: ENGLISH 

Nrx developments in DNA sequencing techniques permit rapid progress in 
th-.- determination of both repetitious and single-copy mammal ian sequences. 
Three distinct families of highly repetitious satellite BNA's from the 
kingarco rat Dipodosys ordii have been sequenced, viith the K3 satellite it 
•sa possible to snow that the basic repeat sequence and its variants aere 
arranged in a n^nrandom order suggesting a hierarchy of repeats. The 
H3-alpha satellite from D. ordii u;as shouin to resemble the guinea pig alpha 
satellite, a long term evolutionary persistence inconsistent uith previous 
fiiodsls. Saquenr.es fro;:; heoiogiubin sRNA aar« determined using hemoglobin 
coiiipiesientsry DMA a: template for transcription in vitro. Seven of the 
largest fragrcnts i<ave been assigned to untranslated regions of the gRNA 
ahereas 55 others have been tentatively located eithin the structural 
genes. From rsrr-sUti ons n ith sequences from corresponding regions in the 
h:j5i.: i^:,ij!cbiri mRMh's we have been able to snake the first direct 



